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Kt, XttCX SSifcliNHS, R«j>Wk X3^k n-^Dfcf;K i 




tr;K -ch 2 och 3 ^fc^-cOjCHj^-r] Tt&znzfc&toWd&ztyttez. 

(3) W001/38325 Kte> \*Wm&&im&Wl&M£ bT, 5£ 



,X'-R 2 



R L X- (CH 2 ) B -Y ~(a^- (CH 2 ) „ — NB^-W- (C=0) -R 
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10 R* ^Mm^nT^Tfe^Vi^bTK^SSfe^M^^tlTViTfe J:Vi 

£ ; X 0, S, —CO—, — CS— , — CR 4 (OR 5 ) - £ fc & - NR 6 - (R 4 

ttfziZjm&OUmM&TK?) fc; mteO-3£;Y teO.S, -SO-, -SO,-, 
— NR 7 — , -C0NR 7 -£fcte-NR 7 C0- (RMi**lg^2:fc»«&$ttTV*T'b 
15 ck^b7K^a^r) &;illAttl'-30WUI«*6te:*LTViT , bJ;Vi 
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^mmZ-.ntel - 8S;iBtt7^Ht$^;iI$nt^Tt)J;^ 

mm5mmm^;v\t^^ o, s, -so-, -so-, -o-so-stcte- 
5 ^mmmmz ; mt^^it a c,_ I0 o 2 ffifttoksas* ; r s &-or 8 (r 8 

m^Sfe«B^$nr^Tt)«kv^{t;^S^r)Sfctt-NR 9 R I0 (R 9 ^J: 

C 10 m^ntus. 

^;p^->v-Ati^j^tt^^>^ (ppart) «u 770^ 

7^U -©-IT, JBJte»Hj&#ft;© »*llfc-e©»5ljW**2 

15 ^-5. PPARrlt U^f>Fi**-r*Jli:lCj:0^y< KXS£#,(R' 

xr> t-m&&mi$v, mftT~mMmfc?vfog&ffi&t'r&& v t$s^$ 

. £-5 1 5-x^'>-A 1214 ^D^^^7>> J >J 2 ^PPARr.C9rtatt 

( 20 S^tlS— ffl©-r>^U>^^ii^^PPARrO , J^>FM14^Wb, 

BJLfc ItJU (Cell) , 8 3% 8 0 31 (1 9 9 5^) ; if • v^-:^ • 
^-7*-7\*-i'^-Dv^;i/"JrSX h U — (The Journal of Biological Chemistry), 
27 0#, 12953KU995 30 :yt-t^-^r^ 
25 $rS*MJ — (Journal of Medicinal Chemistry) , 3 9#, 6 5 51! (1 
9 9 630 ] o £${c, ftjfi, 1) tr*Jg^tti*©ifif*«fflJg{CPPAR 
rfflUPPARr'J.^h' O^iD 1C i ? T*-0 mm ifiWjtt 3 £ £ [ 7° 
ui,—T4 >ifX - • If - j-z/sj-JV • 7#x5- • ^7* • 1r-rx>-> 
X • tfT* • +P • it'ffy K • 7t<IV • ^7* • 7* U# (Proceedings of 
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The National Academy of Sciences of The United States of America) , 
9 41, 2 3 7K, (1 9 9 7¥) ] > .2) -OK^vX 7x7^07 

Z\t l^-y^-±)V'*?- rt-<tu*Jt})V' >r=L7,VV- (The Journal 
5 of Biological Chemistry) , 2 7 2#, 3 4 0 6H (1 9 9 7¥) ] , 3) 

fe&it $nmn77-^ppARr timmm u ^wny mm \z 

£^T&m\zm^T%m&T(D&^Wm2nzZt [*f (Nature) , 
3 9 1#, 7 91 (1 9-9 8^) ] , 4) P P AR 7 U#> K*V 
■SlfeSEttU-'f hfc-f > (TNFa, IL-ljB, I'L-6) Ol^^If 
10 Z>Z£ l*^^- (Nature) > 3 9 1#, 8 2H (1 9 9 8*£) ] , 5) 

p p ar 7 ^uxk^V7>X'\zmttMi&(Dmjz{k^mffi<Dwm. -r u 

>SSi[ftO^J&^^I$n-5^t [€^7- -fe;KMolecularCell) , 
4#> 5 9 71(1 9 9 9^)]; 6) PPARt'J^W P PAR 7 7^ 

15 w >9X • - If - i-ism ±)V - 7Ax5- • ^ • -y-f i>yX • *7 • 
if. JL^->f =r«j H • 77"f7 '%"7-T*V% (Proceedings of The National 
Academy of Sciences of The United States of America) 9 61, 6 10 
2Kv (1 9 9 9^) L 7) PPARtU^>F^ P P A R 7 7 7. h 
lc££ 3T3-L1 mmvmttiMM^Ofrfc&fflMTZZtteU*?.?- X> 

20 K^'jynv- (Molecular Endocrinology) , 14#, 1 4 2 51, (2 0 
0 050] fc£#WHLTV>*. : 

25 

1) -asss 
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R -X-Q-Y 




(CH 2 )„ 




W-V-R 



(I) 



'X*«kETmH— Sfcfca*fcoTlfr&¥. aftM?, -CO-, 
5 -CS- -SO- -S0 2 - -CR 3 (OR 4 ) — , -NR 5 -, -CO 
NR 6 -£fcte-NR 6 CO- (R 3 «7jc^M J ?*fc««^^nTViTt)«fcU 
K-fb****, R 4 «7jc^^Sfc«7K^SO^0SSr, R 5 (i7jc^il^ ff 

nttlW8«D»ft; 

SR B 1 & ^ U 3 fiH © ffi * $ <=> (i * V X ^ T <fc ^ £ ^ 5 * tt X £ 
.£ . .. • " ' ' 

w«ifc*gcifc^b2 o©2ft©R-ffe;**»»* ; ' 
VtttS^ «*JK^ flteOBC^ -SO-, — S 0 2 — > -NR 7 -Sfett 
-NR 7 CO- ( R 7 £ ftT V>T & J: V>0Mb#*ai £ 

fx?) £ ; 

R 2 te-PO (OR 8 ) (OR 9 ) (R 8 ^ct:^R 9 «ll-rfc«^oT7jc 

mm^tc\m^nx^xh^mit^mm^v. £rcR 6 &&zfR s \t 
m^bxmm^nx^xh^m^m^vx^xh^) > -cor 10 (r 

^xh^^it^mm^tm^nx^xh^^mmm^T, 

fcfc U m B ttSC : -Wa- (C=0) -R a (Wa fc&^iMfc 1 U 

2 0©2fli©&{b7K*gS££*' R'te-OR" (R b «7X^M^tfc«g^$tlT^ 
TfeiV'^ft;*"***^) Sfcte-NR'R" (R'&cfctm^-^fctegfto 

at& £tz\m&2nx^xh&^7^)vg&7fi\y. situ* 
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i>xm%mf&bx^xb£^) £*T) T^nsB^xsrWi^. 

Sfc, V#&§£#T&3<h£, R 2 te-(C=0)-R e (R e &-0R f <R'«**K 

&tciL e &£zfiR i \±m&vxm*m!8.Lx^x%&^) £^-r> x^znzw 

2) Xj^#3^ StlWP, -CO-, -CS-, -CR 3 (OR 

io R 4 «.7K^M^^fc«7K^S©«m»^> R 5 «tK*^, ( 

Y#tt£^ ^afJR^y ItJtaK^ -SO- -SO,-, -NR 8 - -C 
ONR 6 -£fcte-NR 6 CO- (R 6 f***JR : ?*fctt«lft$-nTViT'bJ: 
: T&SiiufBD E„ttcp^«; 

15 3) R l d««Jft*nTUT«b«kVitt*il|*T**WI31) E*©fc£ft; 

.5) Y3&«*KTpT*SiWBl) E*©fl?&*; - 

6) mB&zz\zmisX^x%j:\<mmmt)m4k*mmx&&ffimi) urn 

20 7) ^7fc5HI^^l^^L/10©7;^;H, M^7&^U13© ( ; ' 
7 6 b 1 4 ®7 U ME 6 ) Eft® 

8) Vj&*j&£^Tfc5ffiED E«®i"fc£fc; 

9) R 2 ^-PO (OR 8 ) (OR 9 ) (R B 35&ZtR 9 \Zm-£tz\$mtZi 

25 xfcmm^fztewwiznx^xb^fflkymm&TKV, £tzR*&£ztR 
9 it®&vxw&zftx^xh£^mzm&isX^xh£^) . -cor 10 
(R lo \$&m&?£tz\tm&2ftx^xb&\,*m{t*mM&*t) &it\zm 

JftSnTUTfe«kiriH*maiT*5l9E l ) E«©fls^« ; 
• l 0) WED E*oft:^«Ki*fctt^©tt©^p K^^^ ; 
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1 1) 15131) %m.(D\^mh^<^(D^rz.\^(D-y'uYyvif^^ 

1 2) mm.m<D^m • mMT-hzwmi d tm^mm^im ; 

1 3) Hhm&Lfco^m - %mrt$>z>mm i d mrnvmrnrnm ; 

5 1 4) ©Mfg^©^B5 • femmr&zmz 1 1 ) mmommmfoM ; 
1 5) ra©™ • fem^&zffimi i) f3®©gi£M^ ; 

1 7) ^;i/^->y-Am^^^#U^7>HT**^Bui3i 6) ism 
o ©JB ; 

18) KXg^#U#>FT&3t&f31 6) fB®©#J; 

19) stria l) Bift0^«t)t<tt-t©**fctt*o^DH-9y^& , Mr 

2 0 ) !WB 1 ) ffitt©<fc£*J fc L < «•€■©&££«*■©:/□ K 7 y ^§«?L 
2 2) IW3U SB«fc©te£$*>U< »^©&^ 

o 23) »^©*» wed iB«©<b^t)t 

< fcfrt©«*fcf«\©:/D ^©&Jfl ; 

2 4) *Jgjlii*©^K-»*3Bfc«JfiT*fc«)©, IWBD E«©fc£&fc 

L/ < «/*©&$£«■£©:/□ h 7 v tfofcm ; 

2 5) JB^tOW-^aSttfi^Sfc©©* WED fSf^fc^JfctX 
5 «•£-©*&££:«:■£■©:/□ h'7i/ ^©ftJB ; 

-j&a (i) R^sns rg&$nT^Tfc«fc^<b*&gj fc* 
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t?;k T^Jk -f y^;k sec.-7*3Mk t.-7*3Mk ^>^;k -<7^> 

5 **^>^;k ^->;k -Yw^>Jk t^^Mt^ 

;k i -7°n^-;k 2 -ya^xjk i -t*x-;k 2 -7*x-;w 3 - 
7*x-;k 2-^^;i/-i-7°ot-;K i-^>^x;k 2-^>x~;k 
3-^>x-;k 4-^>x-;k 3 -^5=-;i—2 l-^-t 

10 x;k 3-^\^-fe— ;k 2, 4-^i^> ? x-;k 5-^^ir-;k 

7"x-;k 1 -^-^7^-;k X^~Jk 1 -7°D tfxjk 2-7 , Otfx;k 

1 -7^-;k 2-y^-;k 3-7*^x;k i-^>-?x;k 2-^>^ 
n;k 3-^>^x;k 4-^>^x;k 1 -A^y-JK 3 _^~>-;k 
2, 4-'\4 1 -tJ->H'x;k 5-A^i/x;k 1 -^\7^-x;k l-^-^x 
;kft £ #*«fc 2-8 <&:FttftJt«^l*fc**» (#k 2-8 07;^ 
x;ps^ ^m§&4~ 8 07M->*x-;H, ftifeft 2~ 8'©7;i/*x;m, 
^^4-8 ©r;k*^ x;ws^) ens. 

p^>^;k n*\*zs)v\ w\??)vtz E&mm. 3 -7 O&fnliggi 

2 - ^D^>f-JK 3 -v^n^>T-x;k 1 -5>^ a^-fexjk 2 
-v^D^-fex;k l-y^n^f-^ 2- 
«/^DA^7-Jk 3 -y^D^f-JK 2, 

ft 5-7 ©^FfiafDltSII^ (#K □ 7)V>r--)Vm* v 
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5 ;M^;k ->^o^'>;i/X^;K i/9w\*W7u\Z)V. ^fn^zfj- 

C • 10 7i^fJk l-7x-^Xfjk l-^x-Jk/Pt^k 2-7X-JP7" 
PfcT;k 3-7ir;i/7'DmiKit7~907i^l'7W; a- 

1 O07Z-TO7-- ;P ; 2- (2-^-7^^^) & <J£erSI3& 12~ 
15 1 3 0^-7^7;i-^-;^<i:^frf 

^^k 7>hU;K 7it>b'J>; 7-fe^7^l/-;K ti7i-U^ 

s 

( -. 20 : 

25 -rjKsfi (I) R^^SftS r«ffe$nTV>T%>J:^Ji*SUki KUstt 
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mmmmom&mt lt\z. mx\S7*))v (2-7u;k 3~7u;w . 

^X.~)V (2 -^X-;k 3 -^JL~)V) , \iu\))V (l-fcfoUJk 2- 

5 bfpu;k 3-fcrpy;p) , -rs^yu;i/ (i— rs^/ujk 2— r^^ 
yu;k a— rs^/'jjK 5— r$*vu;w > tf^yy^ u-tf^y 
u;k 3-t?^yy;k 4-tr^^u;i/) , -r y^+tJ-yy^ (3— yv^- 
*i*-yy;k 4— f y**-y-vu;k 5 -<y^^yu;v) > -ry^ry 
u;p (3— ry^Tyu;k 4-<y^7yy;k 5--r y^7yu;i/) , 
10 ^7yy;u (2-^7yy;k 4—^7yy;k 5-^7yy;p) , ( \ 
yy;p (2-t^yu)k 4-twj;p, 5-^ityy;w > 3-* 
tf-^7yu;i/ (1, 2, 4-w^7 i /-;p-3--f;k i, 2, 4-;* 
*W7V-)V-s-^)V. 1, 3, 4-tW7y-;i/-2--r;w , 

^TVTWfr (1, 3, 4-?7y7 i y-JP-2-<JW , bVYVVJl 

15 (i f 2, 4- hU7y-;p- 1 -- r;k 1, 2, 4-hU7y-;W-3- 
-r;k 1, 2, 3- hU7y-;i/-i — <;k 1, 2, 3-hU7y-;u- 

2— r;k i, 2, 3-hU7y-;i/-4--f;w , fh7yu;p (tH5 
y-;w-i— r;k fh7i/-ji/-5- ijv) ■; try -7;k(2-try>»;k 

3- tru>?;k 4-tfUv 5 ^) > tfu^v 5 -^ (2-tfus^-;k 4-tf 

20 U$y-Jk 5-tfU5v-;k 6 - kf U S 5?:i;W , \LV9*Jzl)\, (3- ( i 

VP (2-^vy;k 3-*/y;k 4-*/y;w , =^yy;i> (2-* 
^-yu;k 4-^yu;w > *y*u-y;p (2-*/*+mj;w , ^>y 
#*tfyu;u (2-^>y^-y-yu;w , ^>y^7yy;i> (2-^>y 
25 ^7yu;p> , ^>x-f5WJ^ (^>x-f 5yy-^-i—f;k ^> 
x^^^s-)v->2— nv) v -<>KU;i/ (-r >h— ^— a — ok oh 
3 — tM , -f >WJ)U ( 1 H—r >^v->- 3 , tf □ 
pkT7^n;p (lH-fDD [2, 3-b] \*5V>-2 — f.;W , k:PP 
trUv'-JI/ (lH-kfPP [2, 3-b] tf'Jv ? >-6— f;W » <$^V 
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fcfUv?-;l/ (1H— fS*V [4, 5-b] t°Uv>-2—f;k lH-f 

s^y [4, 5-c] tru^>-2— f;w , -i^yvv^is-fr (1H- 
-fs^y [4, : 5-b] tf^>?>-2 — r» > ^>xhujyu;i/ k> 

5 -tfnU^-Jk 2-trp»Jv-;k 3-lfo'JyrjW , ^^^/'J^- 
h (2— f s-^i/U^-;k. 4-<^^/U> J n;u) , t^yy^-^ (2 

-tf^yu^-^K 3-tf7y'j^;k 4-tf7^u> ? -;w , w/u 

10 JW , ^^V-f^^/U^-> (2, 4-v?^V>T5^VU^>-3- 

«f;w , (2, 4-^*#y***yu5?>-3 

— r;w , ^^vfj^'Jv-ii' (2, 4-^vf7yjy>-3- 

-f;W , k^'JyA ^Mv'JA ^fr^fcU A tf^v-^ (i-tf 
D^>^7y^K2-^V-2, 3 — >'k F □ — 4 H— 1 , 4-^> 

20 hrss (i) R i T^$n^>^b7K^**5^«^s^ ^n-^na 

I©«k5S:lWli.i^Ttt, tf!IAtf-rADy>I?J . r-hD*j , rg 
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5 utfi, 1-10 ©7i^;n, mx.t£* 

x^;k 7°ntf;k -f77*cih?;k 7>;k -fVT^k sec.-7^;k 
t.-7^;K ^>^;k -rvo^k **^>3Mk i-x^;k7ntr;k 
-M^k <yA+^, l, l— 7^^;u7?;k 2, 2-^9^73=- 
;k 3, z-v^)V^)V. 2 -x^;i/7^;k ^^Jk ^^;k / 
10 x;k ^s^fc^a^^ns. . 

«xf-iK 1-7p.^x;k 2-7o^-;k 2 1 -7ci^x 
;k 1 - 7xx;k 2 -yf-;K 3 - 7-r x;k 3 - ^ 2 - 7xx 
;k i-^>^-;k 2-^>f-;K 3-^>t-;k 4-^>t^ 
15 4-^5 1 ;i/- 3 -^>^x;k l-^-fexjk 3 -^-fex;k 5 -a* 
•fex;k i-^\7*^x;k 1 -^T-M^i(f^§o 

T^^^OfflJifltUTttft** 2-10 (07JI4^1, 0!l*Ji 
x^x;k i-7'atfx;k 2-7otrx;k i-7^x;k 2-75 1 x;k 
3-7^x;k 1 -^>^xjk 2 -<^>^x;k 3-^>?x;k 4-^ 
20 >^x;k :i-^<>ii;k 2-^->x;k 3-^y-;i/, 4-s\*>> 
x;k 5-^->x;k 1— \7°?x;k 1 -^7^x;kft£ri^tf 6n<5» 
r«»$nTViTt)«fc^|gj»««fls**llj (cis^^g^Sibx^ 

3^1 0©^D7;WS,M6~l 4©7U-;H(E 

7xx;k ^7^;k^£)\ (^ fi-^, 7U;k tf u 

25 v;k **i*-yo;k ^jyu;k^a . #ar«gtt*3t£ cak rh^t 
Ko7U;k *;v*>ja ^^wja twjsv, troy$?-;k tf ' 

~8©7yJl/i (fd, 7 )V% S 4 fr&IzE) T'=e; &%WZz?m&Zftfz7 
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5 m*,. mi, Bomuiz) Tsm^nT^T s bckv^^i~6(D7;p3^ 

«&SnT^Tfc£ 2-5 ©7;^^^^-^^^ 3 ~ 7 <D 

y^DTW^S/S, R*ft7-9 077;i4^'>i. ft*»6- 

( 10 l-3fiC!)/\Dy>llf 7y** 3^i*). 

y^)\rf"tf3.E) > 7Jk*»> ~>7/S> 7~7h*Sv -hPS; -hDVS, 

ad^hb 1 (w, 7y*, 3:7*) izEwmizn*. fi& 

bTWU ^*^C 3-12 ©£fnSfctt*S&ft©JliSl^fc7k*g. wktf -> 
( 20 . ">7P7;.^l/^©$f3l^J<i:L/Ttt, &*&3~1 0©^D7M^ 

a, m«>'^n7 , Dt:;K y^oywk •^d^>5 i ;k «>^d^-> 

;k y^DA^Jk i^P^^Jk. fcf~>7P [2. 2. 1] a^JK 
• tf->7P [2. 2. 2] rty-^k t'y^D [3. 2. 1] :*£^;k kTS' 
OU [3. 2. 2] /-;k b*->7P [3. 3. 1] /_;k tfv7P [4. 

25 2.1] y-;k t'y^D [4. 3. i] x^uft^d^tfsns. 
~;ug, .m«2^y^q^>7>-i -^r;k 3-->7p^>x>-i- 

-f;k 2-y^D^t>-l-'fJk S-y^D^ty-l-^Mi' 
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^n^HJ-^x^-i-iVk 2, 5-*>£n^*-frs>x>-i->r;p& 

umt&m t vx\$, 6 ~ i a o^mmm&mm t u -jmm) , 

;k t'7i-'JJ^iWtf5tl, ^tfe7x-Jk l-i-7^)V, 2- 

15 :**u-i/u;k -fv#*i?vyjk 5F7\/u;k -Tv^7\/y;k -fs*v 
u;k tf7i/u;k ^fyj^'JiKi, 2, 3-^*^tv/u;k i, 

2, 4^ttW7VV)V, 1,3, > "7 7lfx;k 

^T^Tl/U^ (1, 2, S'-^TS^/lUk 1, 2, 4-^7$>7 v /U 
;k 1, 3, 4-^7$>7 % /U;W > hU7\/U;P (1, 2, 3-HJ71/ 
20 U;K 1, 2, 4-hU7!/U;W . rh^/VM fcfUv^k tfU^v" C 

;k tfu^x;k e^^x;k HU7>>x;wfc£#¥tf e>n^.» 

;k -f y^>v/7^x;k [b] ?i-jk <>Fu;k -f vm\>f 
u;k ih— fWJiK ^>x<s^vu;k ^>^^7u;k ^ 
25 >v?7v r u;k iH-^>v/MJ7*/u;k *yu;k -rv^/iuk -> 
>yu;k *^/u;k *;**y=;k 7^v>x;k t7fjyr;k 
^Ux;k 7°7 L Uvx;k #;ww»j;k a-^;kf-'JJk e-*;p#x 

»j;k r-*M-UJk 7^'JyZJk 7i/W-^, 7x;?75? 
x;k 7i;^W-Jk ^7>hkxjk OKUvx 
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;k tfDD [1, 2-b] fcf'J^XJk tT^yo [1, 5-a] tf'J^k 
-fS^l/ [1, 2-aJ tfUvMk <<S:?V [1, 5-a] tfUS^k -fS 
2-b] fcfl)^-;k fS^/ Cl, 2-a] tf'J^v-;k 
1, 2, 4-hU7^/P [4, 3-a] hTU^k 1, 2, 4-HJ71/D 

5 [4, 3-b] tfu^-;^<twtfe»n^. 

io ;t*~>7x;k 7if^-;k ^x^-;k kdus> 

;p^u-;k tf^^-^;k tfp«j^;k t?^<j>v> ^wsua 3"3- 

mnx^xb^im^mmmgi iz&vzm&mtvxte, mz.\ti 

x^xh^mm^i-6 07)v^jm. i~3m®/\ntf>mT m. y 
vm. 3vm?£& xwWkznx^xb£\,mM&2~~6<D7 

U;k fcf'JvVk ^1fV»J;k ^7 v /U;i/75:£) , (R 

x;k tr^^^-^a , mm&7~9<D77)i>*)i'm, 75 /s, ^ 

icl~4(7)7;WI/S^ ; i>V^j:^^2~8©7>';U* 7M/-OV 

x^y&z>Mtz;mmnrc7s;M. 7-s$v*, m%2~s 
7;wu«T"^/a5^^«vgii$nfe*^A^-r;^ x;i/7 7^;H, 
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•nxviT t>ct v^^ic i~6 ©7;^+->s, i ~ 3 m<D/\ utfym? <m. 

Jl& 3£*fc£) T«ife£nT^Tfc«fcV>Jfc*S:l~6 0 
7)V*)Vttm* mMWi 7 ~ 9 077;^^^ •■ 6-1407'J 

7i?H*» -has, -hovl, /\ny» (#K 7y^, 

;i/S;W©tt, 5£: -COR 11 , -S0 2 R n , -SOR ll ifc«-PO, 
5 R 1 1 R 12 R ll ^<fctXR 12 tt,:^-*fe^^oT, 'MfeSftXlr* 

X feck I* £fls#3S§ai S tlT f >T fe 0; V^SiSHft5fiaiS *^t*3 X 

o HR*ft 1 - 8 ©7^+Mv 3 ~7 0<>^ n 7MM, 8imm2 

~%<D7)V>r-)Vm> &zm$k5~7 <D~s?7U7)l<>r~)Vm. 4 

R ll *fc»4R "Testis r«&£ftX^TfcJ:^#i8g*S!t£j £b 
Xte, fiA^MIBRMc^^^B^StLTfll^LTtfe^^tf&n^o S^T? 
5 fiWIlt ^b<tt?I-Jk 7'JJk fcru'sw?**-- 

r 1 1 fc r 1 2 rsm£ nx v>x fe £ v>jMt;**£j * «fc 
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5 -tv7>u;k •Ai/UM «fy/tnuk trytcKM M^/^jk ^7* 
^y-r;k ^^y^Ok ^^□7^>^>^-;k v^p^>^>#jktf 
-;k v'^.D^\^u->*;^-;k '>^da^>^j^»,^dMjk 
2 -->^P^ir>*;i/#n;k ^>y<;k xp^y^k -tvxp^v 

C 10 rB&$ttTVvrfcJ;V>75 / >aj £bXtt, «AtfR*»13tt^Ll 0 

OTKm &*»2fcV>bl O07;^-;Pi, &*»3&V*U1 0© 

i^li 3©7->;us«, iff* u 2 fcnui o<D7;k*/-r;i/ 

x^kr^y, vx^;kr$y, ypt^kT^A s>t^;p75/\ yj'J 
C 20 ;krs y, ->7P^>-;k75y, 7-fe^;kT5/, 7°Pt!^-x;u75y, 
^>i/-f;kr$y, 7xx;kr^y, N-^^;u-N-7xx;k75y^ 

rg^^nx^T^^vifcHp^^Sj ttxn fli^fcf-e-n^tifigi^ 

25 & ^m§£7~l 3©77M.'H, 3 07~>;k«43ck^m 

Cti67^i, 7)\>fr=.)Vm, 7v;US*fc«7'J-;k>bX«, sufB 
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. mmwt 7 ~ 1 3 o7 ?)v*)vmi > rmmwt i ~ 1 3 ®7*>;hj 

*J:lXr«*jft6^1407U-;«Jd«*l>WTfeJ:^«ift»iLTtt, 
«*tfAn$*>flr*. (fl, 3£*££) * i~3fi© 

3riA sec. - ^h+X t.-^h^X ^>^;^^'X -i x J«>9-M^ 

WttfTU^ (allyl) ;f*v\ 9u?)],'**ri'+ 2-^>r^M 
3-^-fe-;P^-»a:(i:^#tfStl-5. 

i/2 U 7)Vfr-)V*3r s sm<Dt&mf2iM£LX\t. mm%k 5-7 DJ 

*^*^^^)- ens. 
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±IBUfc7^3^^v 7)W-)V^ ; ym. ->^n7MWyI, 

M^ic3~T0<D->^D7;^;i/S, ^tf 7~13©77W 
5 1-13 <D7 =y)Vm. 6 ~ 1 4 ©7 U ^07 >J 

3 AfD7U £ ltd tr u >w («, 2 - tr u >vh 3 
i, 2, 4-hU7i/-;p-5— r;w &£#W6>*i&. 

77i^t, 7->;i/7 c ^-, 7U-;i'^ ^□7U-;i^;*fc£ 

^•<v^^*, sec; -y? 1 ;^^ t.-^;^*, ^>^;^^ 
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*3&«*ff 6*15. 

*h*->:&;n*xjk x^^M^ ^d#*->*^#=^ 

^>^W*3/*;P*-;P&£) ia:ViU2«i©*#ftl~3©7^;W 
STSm^nTV^T fc«fcl»«SM* 7 ~ 1 5 ©7 U -;W**->;fr JM*^* 

7== H-fb$nTViTt)«kv^;p#^'>;p*»-*5^T, 7a pfcztittjv 

^>Mtim^:-CON (R 13 ) (R 14 ) 
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Z.ZX\ R 13 £J;tfR 14 T^£nS r«Jft$nTViTfeJ;V^<k:***J 

fe(D^tfe>n§o &fik{kfr%g&&zf%i%m&\z&ttz>w&&\t, #£b 

5 < «A □ f>m¥ <M> 7 y Ht, • 3 £) \ 1~3 fio A 

ViC x .e7;P*;P*» 1~3<@<Z>AD^>ICT 7 7^ lUH. 3 

& ra&snwTfcck^gijttfiji^j ic&tts r«&gj tbxrau 

xmm^nx^xh^mm^c. i^b6 ©7;^**>i, Any>sf 
yym:^m. 3«7H&a , - has, tHp^^s^^j^^ 
g# i &n b 3 e©«4ft$«r^r bx^xfc ± ^ittXft i b i 

0 (JfSb<(il7 l c c^b4)©7;W^($t^b<tt/^;kX5 1 ;i/^a ; 
2) lfcV>b3fl®AD$ , >Jg : F 7 5/*, MM, BVMfcE) 

XWWi2nx^Xh&^fcm&lfeKVG<D7))'*)\'g> ltt^U3flOA 
Pjr>If («,.7y#, H?^ 3#£fc£) Xffi&£ftX^Xt><fc 
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3VMU£) , -bag* bFD*^**J:tf7Sy^&»tfn51 
3) l&^U3i©ADy>Hf (#K 7'yivil, M 3£&&£) 

xmm^nx^xh^mmm. 1 jwu 6 ©7mm, i &v*u 3i©;\ 

P^r>M^ M+ MM. JUS, 'a£*ft£) T*ii$nt^Tt>J; 

15 m, 3v.m&ii) . -bag, tbu*ri/m&£tfTs.y&fr*>&&nz>i 

"IRtt; »*D<ttlWiU3»":i3f'6fcff*U-<W:l*fc'»2fltf*S. 

mmmm) x$>% 0 
r 1 off mtmwm t vx\t, 



1) l^U3fi©ADy>ilf (0l,"7y*» 37&&£) 

7y£, tt*;-JlX. 3 7£'fc£) , -bam, bKD*->**J:tf7$y 
gfrSStfns 1 ftV^b 3fl©Wfc***kTV>Tfc«fcV*lfc** 1 fcV>b 1 

2) l^^L-3i@©ADy>^ (#K 7yi> : 3£*fc£) 



WO 03/000685 



PCT/JPO 2/06 107 



23 

TH&SnWCb J: 1 fc^ls 6 (DTJWV&s 1 &V>b 3fi©A 
V*&£&lfcV*b6©7;iO*>'g, A (#K 7?** II 

a, 3£*fc£)., ^hng, h h'D+v'S^i^Ts yi^e»itftio i 
5 fi^L3mommM^^T^xh^^m^3^v 1 o (#£b<«3 

3) l^tSWNP^^If (#K ^> 3£*fc£) 

T?«!ft$nTViT'bJ;Vi|ft*ftl fcV>b 6 ©7J^;H, 1 fcV>b 3ffl©A 

15 7?«ife$nT^r.t>j;^*»:i5:v i b.6©7;^;^ i^b3fi©A 

Vi^5RIS[l^:ViU6©7>!l'P^r^S, AD^>if (#K 7.y*. * 
#; 3,**?t£> > rhol, tHD*->**J:tf7.5^*^&atfn51 
fcV> b 3 fl©«jfci£Wb Wt «fc V^ftfi^tSftS* b < «7 U ;k 

(. 20 , ,f i^, trys>;k e^^-;u^f) ;fr&»tfn£ifcv>b3e©ii» 
i/u;k ?7Vu;k **u-;?7\/'j;k ^7>>77u;k HJ77u;k 

25 a > jtt*ft6fc^bi4 07«J-;i'ai (#£b<&, 7x-;k t7^;i/ 

fcg) *J:agSFSK«*Stai »*t<tt7UM ^x-;K.tf'Jv;k bf 
7yZMi') jfc&aWtfl* l^^b3fl©«^S*#bTV^T'b«k^5~ 
7Jt©^3g^SiR^*5SS (ff£b<«**tfl/U;k ^77'JJk 
•y-^77U;k ?7v ? 77U;k HJ 77 U ;k • tf U iW«££ ; Steffi; 
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:Htm^ -co-, -cs- -so- -so 2 -> -cr 3 (or 4 ) 

5 -NR 5 - -CONR 6 -^d4-NR 6 CO- (R^ItK*®? 

R 6 tt7K^M^^^fi«^$nTViTt)ckV^'fb7Km**^-r) £^-fo 
Xte, »SU<»*tt^#».«*Jg(^ -co- -cs- - 

10 CR 3 (OR 4 ) -££te-NR 6 - : (R 3 , R 4 & e WR s teffrf2£|W|;ili£ 

^f) ;#ll^tU<^#T-*5. 

R 3 *3ck^R s T^$n§ rB-jftsnTViTfeivJiftflsTK^Sj tuta, 

tflTLkt x^;k yotf;K -fv:/pt?;k 7>;k -fy^ 
;k sec.-^;k t.-^fMt*TS5. ny)v^)vm\t, mw^mu^m 
t lisi^v 3m(DMMM^vx^xh^< , c©j:3 utk, 

7>*v\ -rV7*h=lr->, sec.-7*h*v, t.-r/h^v-fct*) \ kHn+ 
v-S, -haS, 7571, Jft*ftlfctr*L 4 ©TSUI'S («, *;k^;k 
71z3\>k yPtf^--;k^i:©^i[l^^U4©TJk*/1';^) 

5 R 3 &£tfR s te, ^SL'<»±**R : F*fcJ4K*Jfe:i«:Vib4©7;W*;P 

R^T?3KSn**Bgg©#«££LT«, MZ\f. C 1 - 9 '7)V*)V W. * 

?M x^;k 7'atf;k -ry 7°p tr;k 7*^;k t e r t-y-^&a , 
7i-)k hu^;k c 7 . 10 77MJi' (flu , *;k$;k 
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Jk C 7 - 10 77)l>*)V-tl)Vtf-)V m. *>z?)V*)Vtf-)VtSi£) , 2- 

;k>UJk HJX^MkVDJk ^^l/^x^l/yiJJk t e r t -^1/ 
5 V*9-)V 9 sVM t e r t -7>;k^x^;k>U > C 2 _ 6 7JKrx;|/ 

*^;k xfjk 7Ptf;wfc£) , Cj.cTJkP*^ (6U /h*^ xh* 

;i^-#;u#x;p (01, T-fc^k 7*pfc?^x;i/f«t£),, c,. 6 7;^^y-* 
jktf-;w (FiK > h3r~>#;ktf x;k xf^y*M-;K t e r t-7h 

=iry*M-Ma , <>vw;k c 7 . 10 77^-*m.^ (flu 

15 >^;kt*>';&;k#x;k 9 -7;^1/x;m h+^^x^i*) h 
u^;k 7^p<;k n,. N-^^kT^y^^i^x • ->u;p (#K hj 
^^;k^u;k hux^;kvu;k ^^^;k7x-;kvu;k tert-7 
^;k^^^;kv^u;k tert -7^;k> r x^;k^u;^a * c 2 _ 6 7;kt 

(.. 20 fEtf)APy>M? .(W» : .7y*, S** 3«7.*fc£) * C 1 _ 6 7;kP^ 

■Ytt#£lX«IS£^> -K^JR^ fifcltIfB% -SO-, -S0 2 -, -N 
R 6 — , -CONR 6 -£fc«-NR 6 CO- • (R 6 «7jc*H^fe«g^$ 

R 6 - (RtfemZtmUMZ*?) ;#Cff£U<»K*I£^T*5. 



J 
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t Lx\ts mx\z r 2 #©#3saEWfc;#£gj » r 2 0©iiKi*Mb**aiJ , 

OCTJ^PX MfHgc2&V>L2 0©7;Wdr-l^>, M^2^12 0 

T2ffi©^mt:7K^Sj £bTte> ft*»5fcV>b'2 0©->*n7\M/;& 
10 >, «j*R5fc^b2 0©->^d7;^>^fc«M^6^^bl 8©5£# 

fcbTtt, i;'2-^P^V>, 1, 1. 2 

-^P'vt^l/X 1, 3 l, 
15 XI, 1, S-^PA^l/X 1, 4— >^7 

-1, 2— fk>> 2, 5--i'9U'\*WX>-l, 4— Yl/X 1, 2 
-7i"l/X 1, 3-7X-1/X 1, 4-7I-1/X 1, 4-^7^ 
1, 6-^"7^l/>. 2, 6-^"7^l/>, 2, 7-^-7^l/X 1, 
20 5— T>^-l/X 2, 5-f>f-l^»5:t'^$tfe»tl§, 

Q«\ »SU<J4R*»:l^U6©2flli©Rft;***T»0, fc^Tfc 
(DC -CH : -, -(CH 2 ) ~(CH 2 ). -(CH 2 ) 4 

-(CH 2 ) 5 -. -(CH 2 ) 6 -> -CH(CH 3 )-, -C(CH 3 ) 2 -, - (CH(CH 3 )),-, - 
(CH 2 ) 2 C(CH 3 ) -(CH 2 ) 3 C(CH 3 ) 2 -&£) ; 
25 (2) C 2 _ 6 7^^-U>(MA«; -CH=CH-^ -CH 2 -CH=CH-, -C(CH 3 ) 2 
-CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH-, -CH=CH-CH= 
CH-; -CH=CH-CH 2 -CH 2 -CH 2 -^£) : ' 
"■ (3) C 2 _sT)l*-UXMZ-& -C=C-, -CH 2 -C=C-s -CH 2 -C=C-CH 2 
-CH 2 -ft£) ^iW^L^. 
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fc^Tffe, -CH : -> -(CH t ) j-> -(CH : ) -(CH 2 ) 4 -, -CH=CH-&£ 
^illi. Qtt, 4*fcff*L<tt-CB,-, -(CH,) 

5 (i) ^AT?^$n^> rijftVib3fii©iitft»**&t5firUT 

^Th&^mm \z&tf% r^wmi tLxte. i>-e>m. & 

L5 >s tfo-jk $*v-;k t^y-jk 5=-7\/-;k < y^y-yw, 

^S?X 1,2,4-^-^^7^/-;^ 1.3,4-^^7l/-;k 1,2, 4-^7 

x^ > /-;k/<> , /f 7y-;k ^>x<y^7i/-;k 7-7h[2j- 

b]?*7iX <V^/'J>, 3VUX <>H-;K 3V*+HJX 7i 
5 ^>HJ-?X 7i;f7^>, 7x/WX 7^7'^X WJy 

x ^;'J>, #;krty-;k u-Wjx 77'Jyx 
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mAT*KZnZ> rifcV>L3fl0ltftS££Sfc#l'XV*Xfc<k^3f#£J 
iC^ttS rs^j iltll MJfe$nxv>Tfc±^tell^&fc**£. fi 

£tm&£nxuxfcckv*7^ygfc£awe>ft5o ^n&«»*tt» 

10 77)V*r)Vtt>'&. ADy*>Hfe^5 ( 

satin* i 2«o««ix**n-?n*UTViT , b «tv^>t? >st£ 
15 ikttiiitois4®7fru**&-<&&v<ii&*h*ri') x**-n^n»&$ 

US>>J X&&. 
20 3©fif&X*D» $Sl;:ff£L<telX&£o 

hrsc (i) iBt^^n?» r^i5iiiu tbxte, 
*^ mnm?%£ztmm : ?frt>M}fnz'\Tumi L z i 3«3 e 

-<$^y-;k tf^y-;k Hj7y-;k fh^^-M^o^iisi 
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o ->;i/Sj , rfi&$nwTfci:v>7S/Sj . rB&Sttwrfc.knk 

— IE£ ( I ) tfi SB tt, 5£ : -Wa- (C=0) -R' (Wa \mtttt\*&. 
5 1 fcUb 2 0 © 2M©#fczK#a|£*» R 8 te-0R b WfcfcicjfclK^fcfc* 

«Jft$nT^Tt>«k^-fb**a6*5cT) "*fctt-NR e R a (R e *$£tf RSiRI— 

JtlXR 4 «^bT^:&^bT^:Tt)J;Vi) £^1") T*^$ft5W&X£* 
) Lfc^o 
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Hea (i) wT?**n* r^*»i^b2o©2«o«ft**aij 

7;l*l>>*fcttC 1 l,7^r=^>T?*0. fc*"Cb, -CH : -, -(CH t ) , 
--(ay,-; -(CH X ) 4 -, -CH=CH-fc£#0£bV>. WHU WdffSb 



10 



-jK5£ (I) Vfck «OtK^'-SO-, -S0 2 

.i 

Hfe* (I) R 2 tt-PO (OR 8 ) (OR 9 ) <R 8 £«kt*R 9 ^ 
, — COR 1 0 (R 10 «7jc^M : ?src««^^nTViT ! bJ;v^{b7jc^ 
R 8 , R\ R 10 :fcJ;tfR 2 T^£n£ rS&$ftWTfc<fcV^t7k^gj 

turn HufBR 1 tbT^bfet)©^#i'f5n^. 



20 



25 
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10 



$v<it. .*?r)i, x^;k yptr;i/) T-g&£ttT^T& t };^5~7M0 
v/<j;k **u-5?7i/u;w fc£##i:U>. 

R 8 £«ttfR 9 :#i££-bT, B»r5*.*« : P*«t^U 
r«jfc£nTHTfeJ:HSU <hLTfct 



0 .0. 



p( )alk 
0 



1 ~ 1 0 ©7M £LTte> 08*.tf-CH,-, -(CH 2 ) 
,-, -(CH 2 ) 3 -/-(CH 2 ) 4 -> -(CH 2 ) 5 -> -(CH 2 ) 6 - v -CH(CH 3 )-> -C(CH 3 ) 2 
5 - , - (CH (CH,) ) 2 - , - (CH 2 ) 2 C (CHj) : - , - (CH 2 ) s C (CH 3 ) 2 - , - CH (CH S ) - CH 2 
. - , - CH 2 - CH'(CH 3 ) - CH 2 - , - CH 2 - C (CH 3 ) 2 - CH 2 - , - CH 2 - CH (CH 2 CH 3 ) - CH 2 
' - , - CH (CH 3 ) - CH 2 - CH (CH 3 ) - fc Zifimf £ ft<5. 

i Mz.&7mm, /\n¥>m^ («i v 7y|, mm. 39* 

&£) fc^^fsns., 

R 2 te, $?£L<ii-p6 (OR 8 ) .(OR 9 ) (R 8 feJ;lXR 9 «ra-* 

R 8 ^J;^R 9 (i^bTtt^$nT^T ! bcJ;V^$r^bT^TfeJ:^) , 
-COR 10 (R I0 tt7K^^^fe«fi^$nTViTt>ckU^b7K^S^ 
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(OR 8 ) (OR 9 ) (R s #,kTfR^$m2£ffMm%K?) £fcteS&£ 

1) -PO (OR 8 ) (OR 9 ) [R*&£ZSR*\m--&fMmtsi?T7k 

2) ft*fti^b4 07 , ;WF>P« (#?£U<&, x^;w 7° 

(I) VjW»*^"C**fc*» R 2 «~(C=0)-R c (R c tt-0R' 
(R f «*3RM : ?Sfc«*SlSnTV>T , b«fcV^fl2*lSS^T) 
15 NR«R* (R g ££tf R h ttra-S£ttgfcoT**«^;' fr»$nTtr>T%>£tr>& 

K*»6tt^bi4©7U-;wai (»st<tt, 7xxik ^^jvfcf) 
«£tf#«&ac*n£ ($?su<«7u;k ^xxm tru^;k e^x 
25 ;i/^if) *^atfn«i^^L,3floiiiftais^rbTViT , fe«kVi5-7Ao 
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.QtfC^eTJMrlf^fcttC 2 _ 6 7>'l/^-W>($?tb.<«-CH I -,-(CH J ) 
.5RA*«ft*ftl^Vil/'4©7;U3^v'ii (#£b<te* T^ft-^tl 

St) ; 

W^C 1 _ 6 7;^l/>*fe«C 2 _ 6 7;Udr-U>($fSb<tt^CH : -,-(CH 2 ) 
2 'CH^CH ). J 
V 

R 2 J&* 

1) -PO (OR 8 ) (OR 9 ) [R 8 43J:^R 9 «|W|-Sfe«^oT7K 

;2) ^*fti'ftwi/4©7M;^(ffSb<tt< x?;k.^ 
<»^-y-i/u;k ^7v/u;k myy^'j^ ^7^77u;k hj 

77U;k kTUSW; $6IC»*Ktt^7!/U;k ^^7VTU;W ; 

-jrsc (i) T«$n*fls^« (etf, (i) tmtzz.t.ifi*> 



WO 03/000685 PCT/JP02/06107 

34 

5 ;V7SX tf'J^X tT3"JX I^/^T^X yX^/-JP75X 

77;m, ->a>7K, w-om. *x>k» 3Ai?8, u>=«, 
20 mz&zKmz&vik&m ( i ) iz^mtzfo-s®}. ttttwrnmizmfo 

iJD3K^fc££jg£UT-fb'&» (I) ^«-r^^^=ar^-5o (I) 
©7°o h'7y^LT(t fb-£r#» (I) <D7^ym^7^Mt. 7)V*)Vfc. 

QMSLfc-zttittt&to <t^m (i) <07B./mti^^y^M^ 

^;Wb* t e r t -7>;Wb£tt£ft^&£) 

7->;Wb, 7;i^;wb, D/u&te* «5Rfcsnfc ; fb'&* (0K <b£-tt (i) 
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Ws-Mt. 77-;Wb, i^3^/^/;<3^#;ufc;p 

4b, xh7t:HPtf7-;wk$tife^^a ;<fb£#i (i) £>#;m^ 
i/;nmfM/75 hMb^nf^b^ (0!k <b£t/ (I) 
5 v;i/g#xf ji/x^xJWb, 7x-;wxxx;Wb, #;|/#^>*3^xt.t 
;wb, ^^^i/T^/^^x^x-'Wb, tf/to-r^^^^^xxx^ 

x;Wb> v^D^\+'>;i/^>'*;i/fc;i'X5 1 ^x7 l -x;Kb» ;*3MU7^b* 

K£?T<\:Gm (i) fr£>mm.?z>£ttf-v%z>o 

<b£tf (I) feWmiSl 9 9 0^ff| ,rg^ l PpO 

W^T{b-&#) (i) t^b-r^feo-e^oTfe^Vi. 

(I) IWl&TC^ S H, u c, 35 s, 12S i &£Tigl£ 

£tiwrt>.j;v>. 

<b£$> (I) £7cte-e<« (£TF; ^t*^0^b^#ltlll§IB1-^^i:^ 

-f;*, Iu^lt, &*rf3&a 

mm, mmm. mm^m^tLxm^n^, zro&wizfocx, mm 
UMm<Dumts.wtVT\$. mx\mm. est, D-?>zh-jk d- 
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V;Pk*h-Jk x>7°X aWr>"f>* r^h'JX U&Wu-Z, 

U7A, 77k'7iA, tW>'JX 7Vl^X 
-f^7;i/5-7A, ^^Bfc7;W5>&^*v'SAfc£##tf 5ft*. 
5 iWRaiOMIttflifc^Ttt, «*tf^7y>«^^*^^ 7x7 U 
>mi)V s sVk. 9M> 3D^K~>y#fc£^f5ft*. 

{£g&s k. h p * v-^p tf □ u z&mf e> ft* . 
* ^ p □ = * y - m ^ 35**wr ^ ft * • 

U>^UU-M D-T>^h-Jk hWNO-7, ^S^>^ x 
#A&£#£tf5ft*. 

25 : ■■«Mbaoff3i*«tuTtt, «AW»^7-u^hUx^y-;u75>, 

• 77U;Pte^"hU7A> 77U;P7^/7°Pk^>^> l/3^>, ttfc* 
>tf;P3=«>A. S^>-fe>-7A. ^7Xx7U>^U1lU>^^ 

^S/^f/WI'D-Xt h U 7 A, ■ *f ;Hr;WD-*. k Fb+S^^H: 
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WRW©ff3ift«tUTtt, «*tfu>«tt, m& somls z^>m 

,£A*fr£> % 3Z®&m M. jS-^o^X ^PD7^;k 

tcrmm* miasm*!* nim&m* mtnwm^ , n 
mm m&®*m%l- m&mL , 
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arte, «a©JWTOfc«t*fc: 

m%.& momt, **. e«. 

)i^2,1z£) . ISM afc5*>7>. T5lf7=fA, ****5/X 
£fU3-*6 0 0 0ft£) &2S^UTflE»fc»U jklr^CiO, 

®£ fc \t 2 a&± ffl v x t> «k vi . 

tf - ;W7-fe^-;W ^7 S 7 7izx- h . 7 ^ J 7»*M 97 
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D (tf-f Fy^v 0D5 5 , o-A? TJUTftK 

(D^Vu-^m^; 7$ J 7)l*)V*?7? 'J I/— h t-R S C^- 

o i±7r)v^m fcE<D77>))vm%nft i T-tiLEi)mtf*>nz>. 

7Dtr;i-A^>, ^>v;i/7;i/3-;i/, ^□d7'^/-jk 7x;-m 
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ORfc*Bt5i:t*»»5) « (GenBank Accession No. L14611) ROR 
3 (GenBank Accession No. L14160) R-ORt (GenBank Accession No. 
10 U16997) ; Rev-erb a (GenBank Accession No. M24898) , Rev 
-e r b 0 (GenBank Access ion No. L31785) ;ERR« (GenBank Accession 
No. X51416) , ERR/3 (GenBank Accession No. X51417) ; F t z — F I 
a (GenBankAccessionNo. S65876) , F t z — F I 0 (GenBank Accession 
No. M81385) ; T I x (GenBankAccessionNo. S77482) ; GCNF (GenBank 
15 Accession No. U14666) fc£#W6tt*. 

*=E=IWS»#i:lTHL - Wtfl/f ^ HX»# (&T» RXR 
i«Bf*Jlt^**) « GenBank Accession No. 152773), RXR 0 (GenBank 
. Accession No. M84820) , RXR r (GenBank Accession No. U38480) ; C 
OUPa'(GenBankAccessionNo.X12795) , COUP /3 (GenBank Accession 
No. M64497) . COUP r (GenBankAccessionNo. X12794) ;TR 2 a (GenBank 
Accession No. M29960) , TR2/3 (GenBankAccessionNo. L27586) ;* 
fcttHNF 4 a (GenBankAccessionNo. X76930) , HNF 4 r (GenBank 
Accession No. Z49826) fc&tffcl**-**^^^* 

XRa, RXR3*fcttRXRT) PAM# (SIT, RAR 

a (GenBank Accession No. X066 14), RAR B (GenBank 
Accession No. Y00291) , RARr (GenBank Accession No. M24857) ; «f» 
«*;WE>ft*#CttT, TRtBSIBTS H « ( GenBank Accession 
No. M24748) , TR]8 (GenBankAccessionNo. M26747) ;tf£S>DS£ 



20 



25 
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1$ (VDR) (GenBank Accession No. J03258) ; OUttz/V-kmm 
: (finVPPARtn&ET* (GenBank Access ion 

No. L02932) > PPARI3 (P P AR 6). (GenBank Access ion No. U10375) > 
P.PARr (GenBank Access ion No. L40904) ;LXRa (GenBank Accession 
5 No. U22662) , LXRjS (GenBank Access ion No. U14534) ; FXR (GenBank 
Accession No. Ul 8374) ; MB 6 7 (GenBank Accession No. L29263) ; O 
NR (GenBank Access ion No. X75163) ;i 4 <fc^NURQi (GenBank Accession 
No. L13740) , NUR/3 (GenBank Accession No. X75918) , NURr (GenBank 
Accession No. U12767) *^Iiin5 HO§t#t«t*AfDri 

( 10 **m«f StlS. •■ 

y.<.HXS##. (RXRa< RXR 3 v RXR r ) , &«ktf^;P*^>V-A 
. *ill8!lJfc«tt£g# (PPARa, PPARjS (PPAR5) , PPARr) 

cf-Xh (/I— >-t; : V7>^rf-7.h) £UTWC*S. 

^14^#«t^^-ro^xnzi«#:M^# (#K RXR atPPAR 
■. .5 :-t.3W»J*-rj5^7-Oz:*#fflg*#, RXR.ai:PPARTt*«t5 

25 ■*»Mft;**ttv -^l^f ^y-£*iM#Jj!ft&&g^#:7 (PP 

ART) !C»T5ffnfc7>^=fp^.bSttWI:*fc», 



WO 03/000685 



42 



PCT/JP02/06107 



10 



15 



20 



25 



p-/hm, «HDLjii*, *&mmimm • i^ai ; < >* 'J > 

«ttttafc*» ; "< l J >«fttt**H ; B***£ H GT (Impaired 
Glucose Tolerance) ] 

iti2 6mg/dl£U:. 7 5glP^^tft» < 75 e 
OGTT) 2I*M« (#M«^^^^>3-X^S) ^2'OOmg/d 
IfiU, IttBJfatttt dMM«K:*»t*^3-X««) #2 0 Omg/d 

(#wumc*»t«^^3^««) an i omg/d i* 

«fctt7 5g«n^HC7»A«fl*K (7 5 gOGTT) 2MI » 

#1 4 Omg/d 1 fi^it^iJ GESSO 

*fc, «»*®W«»|CWT«;-- 1 9 9 7 CICADA <*MM& 

&) fr*>: 1 9 9 8«who^6, mctmmmmm&isnT^z. 

;m-*MD «H2 6mg/dl£Ut»0, ^ 7 5gftP7F**t 
ft«tW2l»nil (^Ifti^Jt^^^^^) 0 Omg/d 1 

■W*^3-^WE) #12 6mg/dl*«TNfcD; do. 7 5 gUP?* 
/d 1 R±2 0 Omg/d 1 *j|tiRt«IW.'*^' AD AOflxcr 
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/'d 1 U£ 1 2 6 mg/d 1 5fcSt©#H£ I F G (Impaired Fasting 
Glucose) £B£&. —>6n WHO©ffi#k:«fcnf^ £ I F.G (Impaired Fasting 
Glucose) CD^-fe, 7*5giRPyH^«F|l«fiai2WM« »«JfiUlfc*W* 
£OP ^14 0mg/dl*lT*S5WlFG (Impaired 

5 Fasting Glycemia) tV$&o 

ft&.tg&ft* IFG (Impaired Fasting Glucose) £J;tfIFG 
(Impaired- Fasting Glycemia) • f&^JtbTfeffiV^tl^. 

• fc» #«93<t#ftWU »$ttg^#> IFG (Impaired Fasting 

0 Glucose) Sfctel FG (Impaired ; Fasting Glycemia) ^6»SJfi^©3t 

5 ttBft&HSv -OJttlMMk »*©ft.;Is JBJfiLtfGI*, .-*#jfilfTl»S«H . 

em; .msrn, (m, M&mmi* mummx*. mmn^mtm. 
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[ (HDL3WfD-^3Wf°-« X100] 

*anfcft*fe mm*®* -MM*****"* ma?^** 

10 ttMMsMHt. TNF- (*«U>C*»*TNF - ««* 

*©©Tja***tfTNF-«mttffiT§**) **U ^F-«Wt 

•UE) BHW'J*^' **• * 

20 . «*tf*-^*« *2 

««, ommui. • .<«. 

• **tt« *«■*•■*+*» • (W - 7 

mum»®** flirts*®**- »«*• ® 
outran*. ««««« • »*• ■ 
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*5%mt%mo®$m$. n-^nm, s-^-k #*mm> mvttn&z 

itbTHlO. 0 0 5fct^b5 Omg/kgftl, $F£L<teO. 0 1&^ 
l/2.mg/kg#!T*D, ^6l:<f*KttO. 0 2 5mg 
/•kg#ET?*!0» £©*&1 0 illlfcv>l/3l§l!££?"5©iWS3;Lv>. 

c*i&£S4***fc*H^ HRSfca^VT'b.k^U l$M3fc£SV>T8:-5b 
*»«fc^£»E»Bfl©E£JfcMU S^-K.# 

-f >XU>©77^>.h*fcttlH*#^ INS-1W > -f> 

^y*>*fctt^-©T.W>|g«[, GI-2 6 2 5 7 0, JTT-50.L M 
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CC- 5 5 5, YM-44 0, KRP-2 9 7, CS-011, FK-61 
4, WO 9 9/5 8 5 1 OKWOft** MM* (E) -4- [4- (5 

y] - 4 -7iZ«) , NN-6 2 2, AZ-2 4 2, BMS-298 
5 5 8 5, ONO-5 8 16, LM-4 15 6, BM- 1 3- 1 2 5 8, MB 
X.--10 2. GW--15 3-6*) , «-$W3 3^-*B«i #*'J 

^^e; ;|^^~t£ I VB#ffl- N V P - D P P - 2 7 8 , P T 
-10 0, NVP-DP P - 7 2 8\ L AF 2 3 7« ,5 3 h (fl, 

CL-3 1 6 24 3; SR-5 8 6 1 1-A, UL-TG- 3 0 7, SB- 
2 2 6 5 5 2, A J- 9 6 7 7, BMS-19 608 5, AZ-40 140 

>4SttS0*) > S GLUT (sodium-glucose cotransporter) E»#J 

: t - 1 o 9 5 m) miftWf e>n&. 

I/^W^h. t't^7h> */*;H/**yK 5** 
7^W^ (SNK-8 6 0) , CT-112W . tt 
S^BT («, NGF, NT- 3, BDNFH) , 
«W WO 0 1 / 1 4 3 7 2 KlRttO^-Q ha 7^ >«4 • ft 

mmm mmi- (4-^nn7x^) -2- (2-^^-1—r 

S^V/U;W -5- (3- (2-^JV7x/^» ?D*;W 

] , PKCB*» LY- 3 3 3 5 3 1» , AGEB«H 
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ALT9 46, fcWv'X £7 h+tf^X N-7it^7 Y />J «7A 
7PT< K (ALT 7 6 6) , EXO-2 2 640 , J£i&lfcft$B£IS (0t 

5 mmMm^Mtvx^ m^f hug- coAM7tm^uwm 7* 
7/u^x yynxzj-y. p/Ut^x 7h^/u^fx 7;wt 

T^X U/OfJk t'J/U^X ^f^/U^X ZD-4 5 2 2 

^7^7*9— ^7D7^-K tfX7-f :7*7-K ^7"P7-f7*7- 
f 10 K ^'J/7^7'7-h, ;7P7-f:77-K ^P7-f7*U>^ XK7^C 

7x;7^7*7-h, ^A7^7D^;Ps -37^77-K tf 
U7W7*^-K P-7W77-K Xk7^77-K 7^7^7*7- K 
fc£) /^^7U>^J*#*lfi*3W W09 7/1 0 2 24fcl3«©fb 
• JSJAfefN- [ [(3R,5S)-l-(3-7-feh^->-2,2->?^^7*Dtr;U)-7- 
15 £PP-5-(2,3-v>* h^>>7x-;W-2-^y-l,2,3, 5-t h7k FP-4,1- 

^>i/^*-y-tftr>-3H > ;w E^us>>-4-ftRfc£) . aca 

TB!#g!l (#K 7K s sK7 (Avasimibe) ; X7;^T-f7 (Ef lucimibe) 
, p ^7^7^ >fc£> : » 7WP-;k ^ 

u3->WkW& (#!K np^E— Xnicomol), — -feU h p— ;Kniceritrol)& 
C. 20 •£),^f3^>hlfcX5 l Mti*^7 v P^KW» .V'T7N7 1 P-;Ksoysteroi), 
7J>^^U-tf/-;Kr-oryzanol)^<h*) &£d«*lf5n*.- 

X^77 p U;k 757*'J;I4) » 7XX*TX>>Il£*riS!J 

25 sir;k*x <f ;k*wi^x *7ir;k*>^) » *;P^i7AtttftJB (#K 

7-i;tfX-7iytfX-Mv J (fX7APvt°X X*Zy^>f), 
%*)'?& : ?*>%)VmnM (M. 1/7*^D"7*UA, L-271 52> AL 067K 
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7x>7W5>, 7x>7^X 7>^^X x 

Xh (fl, CL-3 1 6 24 3, SR-5 8 6 1 1-A, UL-TG-30 
5 7, SB-2 2 6 5 5 2, AJ-9 6 7 7, BMS-1 9 6 0 8 5, AZ- 

4 0 1 4 0*), *^Ptt**»** CNTF (S6 ** 

FPL- 1 5 8 4 9*) 

15 1/95 m) , ^ D ;^>if>x;^>7s tarn («* *o**y H>, 
*«A*aff*i (* tr>*y*^ tr>^>, **v-»«> * 

(Ms <>^-7xPX -f>*-P^> (ID » , 
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ft, IL-2, I L-l 2 &£<ZH>*-- 

ftfrisOA* ^;i/x/tU>^-KU^A(dalteparin sodium) , V)l>7 
5 7 'J> (0!l, 7;1/7.7<J>#U7A&£) , mhU>\f>M (0»J, 7)Vfth 
o/\*>(aragatroban)&£) , tilfe&MM (ffl, .^n+TT— (urokinase), 
3^7*7— if (tisokinase), T^f-^^-if (alteplase), tf^7- If 
(nateplase), t^^- if (monteplase), /Uf^7 — tf (pami teplase) 
& £) , ikfrW&Mfflfflm (09, VBBfr ? □ fc? > ( t i c l op i d i ne hydroch l o r i de) , 
io ->DX^y , -;Kcilostazol), <n-tJ-^>hmx^;K ^^^DXhthU 
>7 A (beraprost sodium) Jfi ft If ;P # £f U 7 — h (sarpogrelate 
hydrochloride) ft£) &£jo^§tf$ft5. 

F^^>#) C*^>1f— • Utf— 5=- (Cancer Research) , i4 9t, 5 
935-5939 H, 1 9 8 9 $0 , ^D^fn^ifr (#l> x 
P— ;i^7ifex— h) {V>r—jr)\"%y- — M-t>3D>?- (Journal 
of Clinical Oncology) ; J12|, 2 13-2 2 5Kv 1 9 94^) , $1 
I^fn-f H (#9, xfHf^-ifV/^*?) , ^h^aT*^ F**S!K fh7 
fcFD*>*lf/^**S! (XKttVi-fft'biEtra*) , IfiftftW** 
SO (09, l-f3lf^>^l>l§) C7*U 5V 5<3. • 5^+-^-;u • *y • * 
*>1f— (British Journal of Cancer) , 16 81, 314~318H, 1 

993^) , ffc&fcjv*>* 1GF-1, aswiJiifcjf^BfarrsB^T 
mmmmtbx\t, wmn&mm-w. Y-128, vx-8 

5 3, prosaptide#) .Mo^M (fll, x>7"^>\ 75hU7>UX 
<S^7 5->«) , iaTA^/ull (09, ^tK'Jy^) ,£vFSMai (09, 
;**:>l/x>^) , 7^x^:3 U>g##U#>.K (09, ABT-594 ^) , X> 
Ft'J>§fM!nI (09> ABT-627 #) , 75 >8t D2»BH (09. 
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h?w)vm) > mmm wt*m , gaba 

Ms f>m > ^PH>*t^Cifi Ofc LY-333531 *) , 

i) ^>*y >£fttt#»Wfc«ktf < >x u >«a : 

4) -f >7.u >aawtt*«fl*±^^^7^ pa ; 

5) -f >XU>W«*J:t;if^7^ 

7 ) -f >x y >«j^fecfc^ « - ifjv? isy-vrnwrn 

9) ■^^ZU>4MWBWI**tf^7'^ ^ J : 



WO 03/000685 



51 



PCT/JP02/06107 



mm ; 

5 ffl; 

1 4 ) -r >x g >«ttttasi»W; -r >x g >#»ffij»!W3«ktf a - 

1 5) ^>xg>£tt&3fc«W,' Mif7±^ H«*J:^a-^3^—tf 

10 

it*, ^n^m\6^m^^xx^±n.Anx^mx^ a mz. -f 

20 fftMfc (i) e&&*n cb&te^ ' fcbn^ fc^Ak- cm$>zwt 
flr&to (i) (D&tVT&mvtchmm^bnzo 

HRS Wj&s-W -CH 2 - (W* "to^^*fcttIB*8:ifc 

25 t^l/l 9 © 2i(D^b7K^M^^f) (1-1) tt; fclTttfOT" 

©AttcioTfiiSSn*. 

MIEWt bTteU7c Tg*$8c 1 fen L 2 0 «D 2 fa'<B0Mb**®£j 
' ©i*», 1 1 9 <Z5'i©*$^f e>h*. 
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(Aft) 

R'-W-A- (CH 2 ) b — (T^-W' -CH 2 -Z 



(ID 



10 



15 



20 



H-V-R 



(III) 



(1-1) 



R i. x _ Q . y _^T)-(CH 2 ) n — (T^-W'-CH 2 -V-R 2 

~ 4 CD 



S O ' R 1 4 (R 1 4 «7K^M^ , m& 1 ~ 4<D7)V^M 

i ~ 4 cd 7 A<* )vmx : m^nx^xh & 7 ~ 1 4 ©7 5;^ 
r 1 4 T^ns 1-4 cD7;^;wST«^$nT^Tt> < tv^ 

ft 7 ~ 1 4 079/WI'fcl 7 ~ 1 4 0>7?;WWte 
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(ID £<fe£tt (III) t&EJ&ZikTs <k&® 0-0 
(in) <zx&8*tt, fls£«-(ii) -tetter, #*Ktt*Si~*5 3 

■fej/* (Synthesis) IS (19 8 1#) Kt3«©#ft» ifcS^tM-nfcJpE 
fc^fefciDfrfrn*. 1-3&:to"&,-*K*»4» : a*, #»U><fr&«i:fe«ktf 

>ft£«M3±im«^©&#att> (id .fc#u $f£b 

7hFD77>, 5^?J-=H*>fc2: ©X— r^Si ; £ □ P ?J>;WA, ^DD^ 
^;i/**^H^<h*©7s;k^~>H^i:^frf6»tl§. lift 6> ©*£&«, 51 

a#. »- 5 o i 5 o «c, l < \*m- 1 o 1 o 

RfcPtMtt, a#. »0. 5^20ltFIW. 

zf)V\ay>m?£tc\t- o s o 2 r 1 4 (r 1 4 \$mmtmMm%7KV 

U^A, ^#U?A&£©7;i'#U&^; tfUv'X HJx^l/JSX 
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N, N-y^fH-'JX 1. 8-$>7tfK5/*n [5. 4. 0] 7>x 
■**ftft;^bU^A^^^ *HJ*AXh3->h\ *U?A t.- 

.•SfMftH:. Iff, *&-5 0~»15-0TC, ff*b<tt»- i o^io 
15 EfctfWtt, 5I#* »0. 5~»2 0SI«ttNfc5. 

Z#fcFD*S'«*MJ**'(II-l> WO 0 1/3 8 3 2 5 

5. 



25 



HR5* (I) ^ VjWB*^ W^-W ' -CH=CH- (W ' » 
(1-2) ;S«fcaHR5*; (I) V#**¥, Wtf-W ' -CH 2 - 
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ch 2 - (w* ' \m&tmMm*mt) > R^mmnx^xh^m 
fc7mmtz\m&2nx^xb£\,mmmx&%i}:£M (1-3) &t 

gj ©5£* #3§»lfc^bl 8©t>©*^f&ns. 




(Igl) 

fls^i (IV) t^*'z:^Atti©jEJ6fc:J:Dfl2^» (1-2) 

15 zmmtZo 

(iv) t-fctts-vk&tq&m*. nn&\zWiis k£©#£T. 
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***-£i4££bT&, f!lA^:R 2 ' CH 2 P(C 6 Hs) 3 Za 

m, avmtfmtfznzo i^T^x^A&te, ^^o-^mzv 
&&<D®>mm\*. fc^m (iv) ic#u m^m i~® 5 
ut&> fsiA^TKm^ h u £ a> u ^ a, mix u £ A, 

0 0tT*5. 

-fk^ (i-2) s^ai-a-rt, o-2) 
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*Xg"C«> (1-2) ZM7iKfottttZt\Z&K>, fc&m (1-3) 

zn$m&&mMm<D$immt. it^m (1-2) \z#u 0^v<\mo. 
10 01-fiio ^mm^h^o 

><tmt*mm n. n-^^jwats f&£©75 k» ; 

K*«fttt v a#, |$-5 0~*U15 0t:, »*b<tt»-l-X)-ttlO 
t©«k5CLTS6tl$ft^« (1-3) tt* ^DO^SHHa^g.^Atfai 

-ttS (I) V#8£#, W#.-W ' -CH=CH- (W* ' it 

ttmtmMm***) , r 2 ^-po (or 8 ) (or 9 ) (r^ixr 9 

ttt&IB£IM*£*T) (1-4) (I) <K W 

H^W^-W ' -CH 2 -CH 2 - (W ' ttt&BtH***^) » 
R .^i-PO (OR 8 ) (OR 9 ) (R 8 43J;i;R 9 «iIIB<!:|W|ic^^1-) 



WO 03/000685 



58 



PCT/JP02/06107 



(cm 



R'-X-Q-Y 



W' ' -CH0 



(IV) 



IS1 




Ri-X-Q-Y-(7^-(CH 2 ) r -W B-)W-CH=CH-P0(0R 8 ) (OR 9 ) (1-4) 



dgi) 

s #I*rm, <fr&4S> (IV) fc^»U>ttHi:SS«$li-Sii»c«kD, it 
^«"-<I-4)'*«afi-T«. 

jfir»u>i**©«ffl*tt, its® (iv) t»u ff*u<tt»i-«io 
^Mis-cab*. 

15 U£A, fttt^U^Afe^OT^U^JRift^'J^X bUx^J^X 




Ig2 



R'-X-Q-Y 




W'-CH 2 -CH r P0(0R 8 )(OR S ) (1-5) 
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N, N-^/W-'JX 1. 8-^71fb*^P [5. 4. 0] ^7>x 
%-l -x>fc£©75 >g ; **{fc* 'J 7kHHt± h U VI±UE<D& 

5 ein^g©^*^ ifc^ (iv) $fSL<mtji~^5^ 

10 >{fc^b**» ; N, N-^^?MM7$ Kft<h*©75 K« ; 

£Jfti&g«U #5- 5 0 ~*tJ 1 5 0 *C V * b < 1 0 1 0 

O'CT&'S.' 

RjmwZs m#s mo. 5 ~$ 2 0 imb-xt**; 

-fb^«j (i-4) £JMrr$"fc» ib&to (i-4) ^trR^ffi^*^ 

©££, #©Ig2©j8WBf£UTffl^Tfc£H; 
COM2) 

#IgT«, (1-4) «M7cS^^#TCi:tct0> (1-5) 

.■•±EBj**J;^GfeT«»ft#«tLTffl^6n*fl:^* (IV) tt, g# 
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fl*tf, nra (iv) \z^x. w ' (iv— i) a, 

WO 0 1/3 8 3 2 5£f2ftf>m **W4Cnfc*«*ttfcJ:oT 
5 **aaiT**fl5#* (IV-2) tt. Bmc*1-DftCLfctfoT« 



10 




W"-CH 2 0H (V-l) 



I 



R1 _X_ Q _ Y -^X(CH 2 ) — " BJ W'-CHO (IV-2) 




*an?wu (v-D zm<tm\ztt-rz.t\z&*), K&m civ-2) « 
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R&mM\t> ilS, ^-5 0-^15 0^ 0f£U<tt*5-l 0 
(IV-2) te> ^□□^;i/A> ^DD^^>^H0AD^> 

**:>K4>, ft&m (Y-i) K> =ttftimiiU^>lf#*fctt^*U;^ 
*ttmott^a».. (v-i) fc#u »*U<tt*9i~m o^e;u 

s^tfta, a*. *a-5 ohsi sot:, 0*l<«*u-i o i o 

KJflSWtt, aS, » 0 . 5 ~& 2 0 B#I?3T&&. 

(V-l) fi, WO 0 1/3 8 3 2 5KJB«©;£fe w;J:^:tt^c:^rf5>&• 
^vlt^SfM "(11-2)", ^TSZ^Ku^>U^itc\t-6s 0 2 R 1 
. 4 (R 14 fiBfjfEi!Wl^g^r) T?*£ftjM& (II-3) "tt ? mtf, fiTFfcjR 

(Eft) 
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62 



Ri-X-Q-Y-(Ai-(CH 2 ) n — N B 




III 2 



>-o 

0 



(VIII) 



Ri-X-Q-Y-0-(CH 2 )r-N ^-W'-CH 2 0H (11-2) 



IS 3 



l 



10 



Rt-X-Q-Y-0-(CHP n -N^-W'-CH 2 Z' (11-3) 

(ill l ) 

"*ia^tt. fc** (VI) (VII) **RtfS*-C, fc** (VIII) 

Jl©J:5lcUT#6n*flS«» (VIII). tt, 

<t** (vo ^iocfb^* (vii) m^<o^mz\,itt^xm.t 
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Ifc^(VI) H ^IIEP-A 7 1 0 6 5 9, EP-A 6 2 9 6 2 
4 mm¥7- 5 3 5 5 5) , WD 9 8/0 3 5 0 5^fK:fB©<D#£, h 

. (VII) \ts MZ.&Vv-l-fr ^xd+K^'J y£ «X 

5 MJ — (Journal of Heterocyclic Chemistry) , 2 4i, 1 6 6 91! (19 
8 7^) ',z?t—5-)V t—fl-y? ir 5 * HJ — (Journal of 

Organic Chemistry) , 6 2#, 2 6 4 9H (1 9 9 7^) 
v $ 7>K ^xv^^-^ £-S7.hU— 1/^ — X (Bioorganic & 
Medicinal Chemistry Letters) . 6#, 1 0 4 71 (1 9 9 6^) UlCfB^ 

(X@2) 

fc^® (VIII) £)f 7c£JftC#T H II ck 0 x (II- 

2) £Sig-rs. 

15 ^"rfrfrfl&o 

M7c^io#ffl*«> ft^tt (vim fc&u ^rK^itio. 5~mo 
C 20 . ^vmmxh^o 

£©x-x;^;*, **y-;k x^/-;k ^v:/D/\y-;k%££)7 

KJ«g&, ^-5 0~^15 0'C> ff^K^-lO-ilO 

O'Ce&S. 
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coMici/ca&nsft** (ii- 2) 'jkmmnm^ n*. 

ft**- (ii- 2) -ft** <n- 2) 

5 *§.*©£*, #©x@3©M^£UTfflv>Tt>j;v>. 

(XS3) 

*lST?tt, ft** (II— 2) fcADy>ftffl**W4*^*-Mfcffl£ 

^rjs^^t, ft*% (ii- 3) *«jfi-r*. 
Apy>ft^jtbT«, Mtat. *ft^*x;k =*ftu>»*w> 
io e>n, £©#*. z' ^oy^^tf**^*)^*^ 01 - 85 

■Any>ft»©««*tt» ft** cn-»-fc#^» «M&1~»10* 

H*x>, *5^>&£©3*#**ft**« ; 

15 ^oo/^>, ^ d d f >ft W*« ; f h 5 1 H n 

20 **=;k ^ft P -h;vx>^;v^;^ffl^e>n, -©^*> r 

OS0 2 R 14 (R 14 «fllE^^S^-r) (fl*tf** 
-X *ftp-h^X>^*^**-» T?»*ft^» (II " 3) 

^*x;wta©«y«tt* ft** cn-2) t^tt, itin~i5io 

25 *R*WU h*XX *->W>*f©5Sr«lftft**« ; 

5?* o □ * * X * P D*JWAft^©Aoy >ft«ft7K*« ; x b "7 b H o 

oxa^**©**** «©«rt»-2 o-»i o ott, mo. 

5 H8 2 4 PSHA^Tff t>n5. 
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5 MJ* A, Jtt«7K**U^ ftK^-HU^ MIA 

5 S'So 

£©J;'5fcl/T#&n*fls£*b (II-3) tt, IflAtf 

;H, #;k£x;w»£WT3^ z-nzomz^zf^Wk^tsiZ 

; 7$ys©«»s-i:bTtt, m*&R 5 tvxMTxVfrbmmtf ens. 
x^f;k ^ptr;k <y^ptr;k ^k fert-yfMf) » c 7 _ 

U*3Mk>U;k hUx^;k>'j;k ^^^l/7it;^'J^ tert- 

o ^r-;i/ i -7u;k&£) ens. cne>©s^ • i&v*b 

3j@OAoy>^ (fcU 7y«, MM, BVmzE) , C X ^7)VU 

5 AM-;H©^Sil/Tiiv mJL\*. P^Tir^-^ (flU 1. 3- 
#)V—-77s -<> t-^ly^ y>tyX (Protective Groups 
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in Organic Synthesis) . John Wiley and Sons ^PJ (1 9 8 0) fcf*®* 
fc** ( I ) ^ ***** &#*«*♦ fiSW. ErtE*tt#** 

l) »giJH«S*i* 

9-ts#t5WSttftft^« ' (+) -^>rm. (-) 

20 (+)-«* (+) -1-7x^75 

> % H-l-7xW7aX^X (-) -5/>n^X 

2) 

T5»T«*tt. «l*tf«^nThif97^0»^ ENANTIO-O 
VM (h-y-«J» ^«4ttl CHIRAL*"J-X&£ 



15 



25 
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M(07^D?h^7>f-Oi^ CP-Chirasi 1-DeX 

5 3) itrxrvir-v-m 

ttft£*^#^ttJMr«» <«*tf; MTPA Ca-*h*~>-a 

- (hU7Mo/?;i/) 7i-j^i) , (-) -t^v^smkm) & 
Et&m&Rm\zttTz.h\z&y). m*ni7>fj^$feii7$ h^o^ 
77f^t7-^#&n5. -7j, (i) awi^^mssrW-rsii 

£\ f£^$l<J:^«i47$ >^fc«7;m-;HSm<i:^^R^^#-ril 

itcicfco. ^n^n7$ K#tfc«xxx;^^v ? 7X5 L i/^-^#e»n 
wf\z, nmm. &mn< mmm^^zsmim^mifx^mm^ ^^izm 

1^3 0"C©ffl**^1". 
Bftfl*, fc^ftAttt; 5- [4- C2- (5-^^-2-7x-)l/ 
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' ###3 1 a Tffl ^ £> ft & ^-X R A-U MMSEM Z^t* 

i a t*^ vi e» n s y 7 < x r a- l (DMgmn 

Cffi?!l#*:3) 

5 ##08 2 aTfflVi&n«PPRE-U©iiaiiB?!l*wf. 
###12 aTJBV>&tt*PPRE-L©aUSB?!ISS*'. 

10 CE^J#^: 6) 

###l 2 a -"C/fl Vi <=> ft 5 ^7 -f "7- T K-L oSftSEEl & 
,CSB^I#^: 7) 

. |MfW3-aT^Vi6ns^<^-PAG-Ua>4MaWI*»t". 

:C@2^ll##: 8] . 
15 .##03.3 aTffiVi&ns^<^-PAG-L©*aHB5B*wT. 

l fcKPPARrl 

###l 1 rmmi^fc 1.5tfg/nl ©^hPPARrl S^ttfMSttlBifc 20nM 
20 Pffl-ft^AdSCi/mmol) (77ytA7 7K->7) &tflMMt£** 
TEGM buffer 4*CT 16 BtMRjSStffc. .R/fcfcfc* 140 1 ©x*7> 
>(77yfA77 ;Kx7) £-fcf ^^>(>-^)T=i- h L/£S#^(->^ 
•?)£Ssft]U 4'CT'lO^Sm, 910xgtM0$HBI, St^HtUfc. 
^, 30^1 ©±$f©ifc&ft&te£ Topcount (Packard) i?«!J£U&.- 

fcLfc3#*T*fflbfc. PRISMS. 0 

3gm£ c*i] ic^-r. 
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C«l] 








ic 50 






UM) 


5 


i 


0 . 0 3 4 



ttSkM 2 b h PPARr 7>^=f^X h7y*<fc.J:S{fe£4MMl 

2th7>77i^ya > L1tnifo*®W. U 0.1%® BSA (KffiflHF 
^) (ft^H) DMEM igift (BP4*E^5f3^Bf) \ZBW&, 96well 

10 white plate (n-— ®&Vx.)V*^i.SxlO i B@WlJfc& Mul 

mtmt vx&m) 20 u 1 ss&jnu 3713 5% .-co^ffcTrc 48 i$Mtt£u 

< fzo 96well white plate «fc-0*tfl*»*^ t?!y*i?-> 

LT7.5 (ftftfffi$) £40Ml&iDU it#^ 1420 ARYO Mul ti label Counter 
15 . (Wallacjt) £$V>T, ;P-*>7-x9-1fJ£te§i8l£bfc. 

10nMft'&<»A©;i'>'7x7.-ftf»tt* 10035, ^tlA^SOQif -&0;i-> 

PRISM3. 0 {ifv. yn y: K^fc) £/I^Tfl?#rt5 CI £ 9 v ttiftflS^tt© I C 50 
m&&tiilsft. [*2] ; tC^fo 

20 [^2] 





ic 50 






1 


0.15 



25 C©«k-5(C, #$S9Ifl;'&&tt» fin&PP.ART-.RXRa ^DZf 
*Mt08l a (b hRXR ,« *fif©^D-^>iO 
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QUICK-Clone cDNA) **SfcU -7>WH^ • 7 s -f- * 
(Mangelsdorf, D. J.) [*-f**~ (Nature) , 1 9 9 0*, 3 

4 5 (6 2 7 2) * 2 2 4-2 2 9H] ITWRXR bIWOJUE 

5 XRA-U : 5' -TTA GAA TTC GAC ATG GAC ACC AAA CAT TTC CTG-3' (Eft** : 
1) 

XRA-L : 5'-CCC CTC GAG CTA AGT CAT TTG GTG CGG CGC CTC-3* (EH** : 
2) 

P CR^H AipliWax PCR Gem 1 0 0 (£«*» ^ ' * 

(Hot Start) »T?ffofc. 10XLA PCR Buffer 2 tf K 

2.5mMdNTP«3 fiU 12.5^^-^2.5 ^1^ 

DNA (1 ng/iol) *1 uls 1 0 XL A PCR Buffer SnU 2.5 ■ 
M dNTPWHi Ml. TaKaRa LA Taq DNA polymerase' (^MfflS) 0. 5 it-K 

•±SBb£T!^KAmpliWaxPCRGem 1 0 0 -<SWS» 
7 O tT5 fHBC #fMil^ * ? C R 

159IH, 6 8 c Ct?2^O1t-1'^;^3 5(Hl^0Mbrcm> 72'C-?8# 

#snfcpcRa**7^fp-^w <i*> rxr aae 

vector <±Sft» KltXU 7**3 K p TBT— h RXR a tftfc. 

7-^ CBAt^-*OPPARJ6tttlW>r (PPRE) **tf 
PPRE-U : 5'-pTCGACAGGGGACCAGGACAAAGGTCACGTTCGGGAG-3' CEH»* : 3) 



15 



20 



25 
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PPRE-L : 5 ' -pTCGACTCCCGAACGTGACCTTTGTCCTGGTCCCCTG-3 ' (SS^J## : 4) 

PPRE-U, PPRE-L^7--'J>^bfci 7°7^^F 
pBlueScript SK + 0 Sail- $<4KJ?Al/&. if A»ffr®ifiSiB^J*ftS"r 
<5dtt«fc.O,. PPRE^fi^^xAtCigieLfc^^S K pBSS-P 

HS V 3^5 >*> • — if • 5r.TA • Zfu^—P — (Thymidine kinase 
minimum promoter).. (TK^P^-*-) fli#©£o-n>^tt, pRL-T 
K vector [?.u*ti (Promega) -*9] *»StU )VynV • tf- 
(Luckow.B). SjWSHI y£ -7~syX- W—J- (Nucleic Acids 

10 Res.) 1987#, 15 (13) 5490 K] bTV>5^5 > ? > • "if (Thymidine 
kinase) 5t^©7 0 P^-^-^^*S2^J^##^^brc7°7'f 
■fry h 

TK-U : 5' -CCCAGATCTCCCCAGCGTCTTGTCATTG-3' (IEJ!I## : 5) 
TK-L : 5'-TCACCATGGTCAAGCTTTTAAGCGGGTC-3' (SS?!I## : 6 ) 
*/fi Hfc P C R&tC «fc 0 fro fc. 
PCRgJSH AmpliWax PCR Gem 1 0 0 (MMieM) SrfflVifc*y h • X 
(Hot Start) feTfTo fco 1 0XLA : PCR Buffer 2 wK 
2. 5 DM d NTPp3 At K 12. 5 a M?7< 2. 5 h 2$ 
Ml-*»£LTT«S*i:.Lfc.---*fc, £IM£LT pRL-T 
K vector [7.D*.# (Promega) tRH] £1 tfl, 10XLAPCR 

Buffer 3 ju K 2. 5 m M dNTPWfcl jtz K TaKaRa LA Taq DNA polymerase 

&mmm) o.s uu «*3ss*2 4. 5 01 *s^LT±«sattufe. 

±12 LfcTMft&Wz Ampl iWax PCR Gem 100 £HHSfc&DU 
7 0tT?5m *tpT?5#BM&3&, ±Jifi«tS:iDAPCR©SjSffle*W 
: life. .^OAoit5 : a-^f-TM.-i'i77r (/\'-*>x;!/7- 
%fc«, £B) tcfes/hl/fcft, 9 5tT2Wl^c. 9 5*0-? 

#e>nfcPCR|ltl^7^P-X^;i/ (1 96) m&scs&u TR^p^E- 
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*-ft«fl4 0 b ©DNA«frftW#&lHl«L-fcft* P T7 Blue-T 
vector (kmm) CffXbft. ^^^5 F*&MW* Mil * Ncol 

3 -Basic vector [7n*# (Promega) m *BM ©'Bglll-Ncol Wfrt 

#5n&:77*5 K P GL 3-TKO Nhel— Xhol 8rtt*4. 9 kb 
^ H p BSS-PPRE4©NheI-XhoI $rfr2 0 O b safirT^^t^J: 
K>. ^7X5 H pGL3-4ERPP-TK^SUfc. 

.^^H pGL3-4ERPP-TK* BaiHI (^SiSM) *C«»r 
io l/fc*, T4DNA#U*?~tf (Sifitt MIiaD*S¥mUTD 
NAltrtf-ftftfc. 

p GFP-C 1 (tfftW) * Bsu 3 6 I (NEB) TSWrL-fcfc* 
T4DNA^'J^7-t* (£S£fi) MSC<fc t>*$¥?i4fcU 1. 6 kb © 
DNA^fM-ft#fCo 

15 WDNAWWrft«trrS21^K:J:D'. ^-^$HpGL3-4 

ERPP-TK neo ft^bfc. 

###|3a (thPPARrieWD--^ 
t: HP PAR r Mfc^V? u-~>!f\±. '&Wt c DN A (3£#&friL 

£:QUICK-ClonecDNA) **!BfcU ^U-> (Greene) • 
20 I^^r>3> (GeneExpr.) , 1 9 9 5*P. 4 (4-5) 2 8 1 

-2 9 9jc] it^ppar r ae^oitaiB^ift** 1 -^*^^ 9 ^ 

T— fey h 

PAG-U : 5'-GTG GGT ACC GAA ATG ACC ATG GTT GAC ACA GAG-3* (Kfll#^§ : 
7) 

25 PAG-L : 5'-GGG GTC GAC CAG GAC TCT CTG CTA GTA CAA GTC-3" (@E^i#^ : 
8) • 

PCR^H AnipliWax PCR Gen 1 0 0 (^gjgffll) *mWz*y h • X 
^-h (Hot Start) feTfTofc. Sf, 10XLA PCR Buffer 2 /ih 
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2. 5mM dNTP«3 nU 1 2. 5 n M7 7-f7-^2. 5 jih 
®^g7jci o ii\ UTTM«t^fc.-*fc» i»B£ bTfcMMi c 
DNA (1 ng/ml) £1 Ml. 10XLA PCR Buffer 3 At I, 2. 5 m 
M d N T P 1 ftK TaKaRa LA Taq DNA po lymerase (^Sjifii) 0.5 /iK 

5 mMn^2 4. 5 mi zfesisT ±mnutvrz. 

±BV1tTMMtiL£. AmpliWax PCR Gem 10 0 SlflSKftlU 

fcirySbfc^, 9 5 0T2#P.IMa3gbfc. 9 5^1? 

( 10 1S»M, 6 SX:-V2ftm<DDr'(>7)l>Z3 5®3§05Ibfc^ 7 2 < CT8# 

IKHfflgbfc. 

»6>nfcPCR®»*7#n--X$ , ;i/ (1%) PPAR r 51 

e«*tri.4 kb ©DNA»ffr*y^&iaiRl/fcllv-p T7 Blue-T 
vector (SfiaiS) l:fAb, ^7X5 H pTBT-hPPAR r 

15 : 

. 1 COS-l SfflJ|gtC<k5 k h PPAR r 1 ^/^^©Wfi 

150cm 2 tissue culture flask (n-->^tt) ^ COS-l" 5xl0 8 fi* 
v'-IU 37"C 5% C0,&#TT?241$Mifir*b;fc. h7>X7i^'>.3>«'J^ 
7x^h75> (GIBCOBRL) Sffl^Tffofc. T&fc"^ 125jul©U^7x 
C 20 ^ h7«5X 100 jul ©PLUS Reagent > 15.^8 © hPPAR.r ^§7*7X5 H (# 

%#i 3 a Tit &tl£7*7* 5 F pTBT-hPPAR r ) * opti-MEM(G!BCO 
BRL) l:^Uh7>77i^y3>«^i^. COS-l Mid 25ml 
Wh^>*7x7~>a>^^»baU 37"C, 5% tO.&frTT 3 WW** 
bfc* Jgtt«(->^'7)T«Kbfc 10SFCS DMEM igtfl (B&F£ 

25 #5E^5JF^BlT) S 25ml .j&bnU 37*0, 5% COj^MTFT'igilbfc. 

50ml Tfi&U S5Cv 37*0, 5% -CO^frf ^il/fc. 48 WWft, ^7 
>^7x^5/3>bfc»lft*iaJRU:.TBC buffer (10 mM Tris-HCl (pH 7.2), 

t 

50 mM EDTA, 1035 glycerol) Tifc^bfc. M^Z 1 ml TEGM buffer (10 mM 
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Tris-HCl (pH7.2), lmMEDTA, 10X glycerol, In 1/lOOml £ -mercaptoethanol, 
10 mM Na molybdate, 1 mM dithiothreitol, 2 tablets/lOOml Protease 
inhibitor Cocktail tablets (Bo eh ringer Mannheim)) £S»U mimB<D 

5 mm* 228, OOOxg, 4<CT, 20 min ^C^U, Jim^^T^^T-SO'C 

150cm l tissue culture flask (3-->^tfc) K COS-1 : JflUB.* 5xl0 6 TO 
10 iU 37"C 5% C0,ftfrTT24«rH««bfc. h7>X7x?^Mi^ 
7l ^h7$> (GIBCOBRL) SE^Tfrofc. Tftfc>-£> 125/1 1 ©U#7x 
." #hJ5>, 100^1 CD PLUS Reagent, hPPARr 585^7XS K (##093 a 
Tf*&.*lfc 7*9X5 F pTBT-h PPAR r) *«fctf hRXRaJEHT^XS 
H .(WrtllaT»6*lfc^5F pTBT-hRXR a) £#2.5^g, 
15 W°-^-797 5 H (##^2 amzntcUtf-?-?'?*^ K P GL 
3 - 4 E R P P-T K neo) £ 5 # g, pRL-Tk (Pr omega) £ 5 ju. g> opt i-MEM (GIBC0 
• ■ BRL) H^UTh7>^7x^y 3 >^^i^' C0S-1 WJfilC 25il 

Lfc. *v>t. o.i«©bsac»iwpf« cw*«J» tTOnmi«* (bw 

20 »g^f^m) « 25ml JgftU * 5IC, 37-C, 5%, CO.fcfrTC 24 ftHflft 

###y 3 

4-[ (4-7DD/fJV-2-^h^>7x/^y) t^M-l- (2-7<J 
-B-^^I/**^/-^ 0.47 g) , 3-(3-7i^-l H-tf^/ 
25 -;i / -4— r;l/)7Ptf^>mx5 1 ;i/ (0.90g) tN.N-^^fMMT^F 
(50mL) ©S^lw^t^hU^A (60%, tt& 0.16 g) £^&TiD 

(£11 U ittbT#6nfc»««**>U*W*7A^nTh^77-f-fc 
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ttU S^X5^-A*tf> (1:2. v/v) 3— Cl — (4— { [2 

v?;i/)-3-7x-;i/-i H-tr7V r -^-4— r;i/] 7°Dtf:*>®p:^;v£££ 

bT#fc (1.90g> 95X) . 
5 'H-NMR (CDC1 3 ) 6 : 1.18 (3H, t, J=7.2Hz), 2.41 (3H,-s), 2.52 (2H, t, 
J=7.4Hz), 2.95 (2H, t, J=7. 4 Hz), .3. 83 (3H, s), 4.07 (2H, q, J=7.2Hz), 
5.05 (2H, s), 5.23 (2H,.s), 6.52 (1H, dd, J=3. 6, 1. 8 Hz), 6.79-6. 83 (2H, 
m), 7.95-7.02 (2H, m), 7.20-7.46 (4H, m), 7.53-7.54 (1H, m), 7.61-7.66 
(2H, m). 

(. 10 ###14 

3— ci — (4— { [2-(2-7>j;w-5-^^;w-4-^iJ-v/u;i/] *h*>-} 

^■>mxf-^ (1.90 g) , fh7tF077> (7mL) > RtfUfS-lV 
(7mL) omsmz, 1^7KM^-h .U >7A7jcM (7mL) £7JP;l, 50^ 

»U ^SIbT3-[l-(4-{ [2-(2-7U;0-5-^^-4-^^/U 

— - f;H7*oi;*v»c!>*Sfi*#fe <i- so g> jr^83%) . s^x^mv-^ 

C 20 ^>^e»S^lbT^7 , UXA H H B ^^fcio S$,#;125~126 < C 

###15 . 

4- C (4-^DD^^-2-/ h^>7x/^» ^^;i/J-2- (2-7 U 
)V) (11.48 g) * 3-7x^-1 H-¥?V-)l< 
-l-tDV^yWl^lV (4.95 g) . ft*Jft&*7 (3.48 g) £cktfN,N- 

25 S^pWUsM/ATS H (100 mL) OW&Wl* 90^1? 15 P#f»t^1f£:. £ 

A.7D-7h^77^-lC#U »?JH^1f> (1 : 2, v/v) fgjii 

g^b, i-(4-{ [2-(2-7>j;i')-5-/^;u-4-^ity'j;n 
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25 
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, >) _3_^ h ^>^>i?;i / )-3-7x^-lH-fc:77-^-4-^;^> 

«x*;KD»a*ftfc. mix^-^+iJ-^sHiiauTM^uXA 

j|£ftfc (6.47* JR*55X) . ftjft 123-1 
##03 6 

5 i-(4-{ [2-(2-7U;W-5-/^;U-4-**^/U;W *MrM-3 
h^M>^)-3-7x-;P-l H-k'7^-4-AM>iXf 
;W (6.28 g) ©xh7bHn77> (100 mL) CCT^flsU^ 
(0.46 g) •Sfi"? 2 &M^#»tffc. S*H 

^WCfiit^HJ^A- 1 OTKft* (3.93 g) *mTS0^*«1f 

tt««NrU«i. ■»6n&»**5*U Cl-(4-{ [2-(2-7U;W-5-* 
^fr-i-ttWVM * h+M-S-^ h^>^W -3-7z^- 

i H-kL^y-;u-4— f;w^^y-;i/*#fc(5.6i g, jr*98«). r»x 

^-^^■>3&»&ff»ftUfc. 125-126*0. 
15 ##0il7 

[l-(4-{ [2-(2-7U;W-5-^^-4-^itl/U;W ^h^M-3 

-/h^>^)-3-7x-;Hl H-tf7i/-;v-4— ow**/- 

;i/ (3.0 g) , &ttXftflST>#>' (10.0 g) ^7h7tFD77> (100 

20 *bfc^ 5**WiUT»6nfclS*ft**U 1- [4- [ [2-(2-7>J 
jW - 5 _^ jH -ti!:t>/iJM *h**>] -3-*h*5"S>$W] -3 
_ 7l - JH H -t:^y-;i/-4-77.«T;^kH^#^(2.62 g, W 

87%) 6 Kmx^;l/-^it>^e»H^^bfc. HA 106-1 07*C„ 

m^m s 

^yDlf^>7SH(3,0g), 1, 3-v£Pn-2-7'PAV>(4. 

? o g)&Jttfx* ;-;K5 o ■uofi'&tt* l. 5 ftUBjnt&attbfc. sjs 
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(1:6, v/v) »ffi»^6v 4-^PD^5 1 ^-2-X5 i J^7V > 

• -)v^n^mmtvxntc a 87 g, j&^9o%) . 

'H-NMR (CDC1,)<5: 1.40 (3H, t, J=7. 2 Hz), 3.04 (2H, q, 1=7,2 Hz), 4.67 
(2H, s), 7.16 (1H, s)„ 
5 ###19 

4-^PD^5 1 ;U-2-X5 1 ;i/5 1 7V r -^K4. 8 7 gK HJ7xx;1/7]n7 
7^X7. 89g)t, 7-fehXhU)Kl 0 OmL)©g^§ 15^M 

i(2-X.7fr-t-2-7*SVM* s f-M ^'J7x-M7*-!)A^D'J Kft 
ft&tirBUO. 0 2g> Jfc*7. 9%)£LT#fc„ 7-fe h- h 'JJl/-yXf 

£16011 

3-[l-(4-{ [2 i -(2-7U;W-5-^5 t ;V-4-**lJ-\/U;W ^h^M 
-3-* ^>^I/.) - 3-7 x^- 1 H - If ^/-^-^--f )V\ 7°o 
tf^->^(0.60 g)0f h7kFD77>j§t (80 mL) Id, 4^^^*^ 
*'J X0.16 'g)££PP&8M'77*3 i ;W0.23 g)ftj®^, O'GTin^fco £ 

jS^#/ft^-e i n#iHw>*j8if* ^m^^vxmt, zmztFyv 

>— tR?Q'»(0.30 g)tfh7kKo77>(20mL)©^tlfc O'CTfifTb 

u ^fp^b7> : ex7A.7K^^*«k^fDA^Tii^^b> 

(0.54 gK *^>yUP*>Bi(0.02 g) £ U 4-^W>(50mL)©i^ 
feft 110'CT l P#HW>*ffli?fc. U SS»fc»|lif;VS 

u a^ufco #e»nfc^^ft->u*-7 f ;i/^7A^PTh^77^-ic# 

U SS!X^-^4r1J-> (1 :4,.-v./v) JgfcHSfo&>$» 2- {2- [1- (4- {[2 
- (2 7 U JU) -5- ;* i-ttW U ;W J* v} -3- * h*v^> 

-7;W - 3 - 7 xx;u- i h - if 7 V-;i/-4- -f ;w x3\>n -5 - 7°p tf — 
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lt3f 4-*^s;7vr-^jDiiJl*#fc-(o.49g, **70*> . 

, _ (4 _ { [ 2 - (2-7 U ;W -6-*3VP-4-**tfVWW- * -3 

F (0.70 g) , ^^^*>Sfh7l?JP (0.49 g) fcH.H-$^ 
•;kWW*7SH (30mL) ^)«<rtWC*3Wfc^ h »J ^ A (60%, titt, 0.07 

^ 57 ^ (:#L/) |»x^-^W>. (5 : 1. v/v) *ttl«W&* 
(E) -2-[l-(4-{[2-(2-7U;U)-5-^^-4-^^/0;W^b 

'H-NMR (CDC1 3 )<5: 1.31 (6H, t, 1=7.0 Hz), 2.42 (3H, s). 3.85 (3H, s), 
4.05 (2H, q, J=7. 0 Hz), 4. 09 (2H, q, J=7.0Hz), 5.06 (2H, s), 5.26 (2H, 
s), 5.86 (1H, dd, 1=18.6, 17.6Hz), 6.52 (1H, dd, J=3.4. 1.8Hz), 6.84-7.07 
(4H, m), 7.32-7. 59 (8H, in) . 

3 _ [i _ ( {6 - [(5-/^-2-7i^-4-Wy'J M -3 
g£(0.40 g )©fS7kHn77>^ (50 mL) \Z. 4-^HM«'J> 

(o.ii tftzaumeMv^MOAs g)*»*. ot;Tin*.fc. 
«e o'er- 1 *w*#»tf, ^«rtbft*«^»** *** k 

«(0.21 g)i:x>7bKP7 7>(30mL)©^t)tO < CT^TUfe. RiS 

o^t i *i«**atffc. s^sw*i»x^c** u eft* 

fc7 «ftAm*-CJH5Wfc*l/. «*«^^*->^AT? 
>7UU*>iE (0. 015 g) *5r h 7 k H □ 7 7 > (50 mL) ©»^«* LB *W 



15 



20 
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1, v/v) giM^S* 2 - [(5-/^-2-7i^-4-t WJJW 
5 J*h*->]-5- ({3-7xx;P-4-[2-.(5-yPkT;p-1.3, 4-^*^7 

NMRCCDCl 3 )<5: 0.97 (3H, t, J=7.4Hz), 1.63-1.84 (2H, m), 2.48 (3H, s), 
2.73 (2H, t, J=7.4Hz), 2. 97-3. 17 (4H, m), 5.22 (2H, s), 51 30 (2H, s), 
C. 10 6.81 (1H, d, J=8.0Hz), 7.29-7.62 (10H, m), 7.99-8.04 (2H, m), 8.13 (1H, 

d, J=1.8 ^z)„ 
^JS08 4 

1- (4-{[2-(2 -7U;W- 5-^?;P-4-^^l/U;W^ h^v-} 
- 3 - * h*r>"<>VM - 3 -7x— 1 H-h^vA- Jl/- 4 
15 T^Tt h' U . 1 6 g) v .[(2-X5 1 ;P-4-5 1 7l/.'J;V)^] MJ7i 
-^7^-^A'^oU H (1. 6 1 g)\ fczKft»#U-£A*<0. 5 3g) 

*5«fc^N,N-^^^;u*;^7:;5 k (3'0mL)-©fi^»€aaaTri-5(*M^ 

C 20 *S/U*y;P*9A^PTh^77-r-teftU |«X^-^U-> (2 : 
3fr£>3:2, v/v) TJSffiU 4- {[4- ( {4-[ (Z) -2- (2- 
l5 1 .^-4-5 1 7y i JiW XxXfU] - 3 -7x"Jh 1 H-e^/->t/- 1 
—OH -2-^h.^v7x/^->]^5 1 JW -2-C2-7UJW- 

5-^^;^+^/-^*ai6»«'»tUT#fc (0. 0 8g,«6?'o). 
25 'H-NMR (CDClj) <5 : 1 . 33 (3H, t, J=7. 6 Hz), 2. 41 (3H, s), 2. 92 (2H,. q, J=7. 6 
Hz); 3.83 (3H, s), 5.05 (2H, m), 5.27 (2H, s), 6.37 (1H, d, J=12.4Hz), 
6.45 (1H, d, J=12.4Hz), 6. 51-6. 54 (1H, m); 6.80-6. 88 (2H, in), 6.95-7.03 
(3H,'m), 7.34-7.46 (4H, m), 7.53-7. 54 (1H, m), 7.66-7.69 (2H, in), 8.25 
OH, s) 0 : 
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«ViT#&n**ffl»*&4- ([4- ( {4-[ (E) -2- (2 
_ XM ,_ 4 _ ^ 7 ij ;u) xf-iW -3-7x-;V-lH-H7 l/-* - 
l--f;W /^JW -2-^h^7x/^]^W -2-(2-7U;W 

- 5 - * ^M^/-m^mm t Lxntc < 1 . 1 9 g , s 2 % ; ) . 

5 'H-NMR (CDCI3) 5 :1.38 (3H, t, J=7.4Hz), 2.41 (3H, s), 3.01 (2H, q, 1=7.4 
Hz), 3.84 (3H, s), 5.06 (2H, s), 5.28 (2H, s), 6. 50-6. 54 (1H, m), 6.74 
(1H, d, J=15.6Hz), 6. 85-7. 06 (5H, m), 7. 26-7.54 (6H, m), 7. 65-7. 69 (2H, 
m). 

10 1- [4- (5-^JH2-7i^-4-tWJ;Mh^) ^ 
-3- -iH-K5\/-^-4-*^*7^5 s t 
H (1. Og) , [(2-X^-4-^7VU;W^^WhU7x^^^ 
-^ n yi« (1. 4 0 gK U 46 g)^^ N ' N " 

H (3 0mL) 1 5 

is at»&ftfc**tt*, mtx^TSft ffl ufc.- 

2, -v/v) TflWBU 4- {[4- ( {4-[(E)-2- (2-X^-4- 

.«"/u ;w it-;w- 3 -(2-^xx;w-iH- tf 1 -f 

6tttt*iUT»fc. (0. 95g, .W7 7X) . 

■H-NMR CCDC1 3 ) 5:1.40 (3H, t, J=7.5Hz), 2.44 (3H, s), 3.03 (2H, q, 1=7. 5 
Hz), 5.00 (2H, s), 5.26 (2H, s), 6.75 (1H, d, 1=15. 9 Hz) , 6.90 (1H, s), 
7.00-7.12 (3H, m), 7. 25-7. 46 (9H, m), 7. 99-8. 02 (2H, m). 
25 *«J6 

. !_ [4 _ ( 5 jk - 2 - 7xZjH 4 - W/'J ^ 
_ 3 - ( 2 -^Xx;W -lH-k°7^-4-*M7J^k 
H ( 0 . 4 6 g) , ^l/>^X*>Slfh7lfiK0. 3 2g) fe^ 
n, n- -7 * A 7 a b* ( 2 0 m D ® s* m V 'J * ^ < 6 0 % , 
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0. 0 5 g) SMTiPAfc. BS8^Sin?2W**iBtfft. 
■E*iB£tofc:#£ft#, rax^UTtttB.bfc. 

;W7A^07h^77V-l:#U Sll^Pr'N^> (4: l^e>9: 
5 1, v/v) T?»ttJU (Z) -2- (1- {4-[(5-/^-2-7x- 

;i/-4-^iri/u;u)^ h^v]^>^;H -3- (2-mx;w -1 h 
- tf 7 v*-;u- 4 r Jl/) xxx;w*7# >Hi?x^*JH6tttt4Si t bx 
f#7c (0. 05g, o 

'H-NMR (CDCl,) 6 ;1.21. (6H, t, J=7. 2 Hz), 2.43.C3H, s), 3.90-4.05 (4H, 
10 m), 4.97 (2H,. s), 5.26 (2H, s), 5.57 (1H, dd, J=16.8, 14. 4 Hz), 6.96-7.45 
(11H, m), 7. 98-8. 03 (2H, ,n), .8.49: (1H, s). . . 

«^T»6n5*aj»sfi»6 (E) -2- (1- {4- [(5-*^ 

MrvO'^'sW -3- (2-^X 

x;u) - l H- if ?V-)V-. 4 — r;W x^xjP^tf^^x^l^t&feffc 
15 ,tiil/T#fc (0. 3 6g, JR*6 1-X).. 

'H-NMR (CDCl 3 ) 5 : 1.33 (6H, t, J=7.0Hz), 2, 45 (3H, s), 4.01-4.16 (4H, 
m), 5.00 (2H, s), 5.25 (2H, s), 5.89 (1H, dd, J=1.8. 6, 17. 4 Hz), 7. 01-7. 12 
(3H, m), 7, 25-7. 65 ; (9H, m) ; 7. 99-8. 04 ; : (2H, m)„ 
Mti&ffl 7 

20 1- [4- ( 5 - ^ f 2 - 7irj|/- 4 - W7'J ;M h=*r-» ^ 
>>W] -4-7xx;i/tfD-;i'-3-^;i/^7^xkH (6 0rag) 45cfc 
^^^l/Vt'X^X^^^h'^x^;!/ (4 6mg) SN.N-y^^Mil'A 
75 F (6ml) fcJgflSPUfc. »5tl5*iftK:**fl5^- r U (6 0%, ft 
ft, 6. 5mg) SgfflTiDA* 16P#|HW>*Sl?fc. E*8£*£*fca^ 

25 2S^ttKT+*Ptfe, »»x^TttmLfc.-ffRx^J(**iJfeL, 4stK 

7*^7^-K:#U 7±h>- s\*D-> (1 ■: 2, v/v) (B) 
-2- {1- [4- (5-/^-2-7x^-4-tWJJWh^ 

->) f?>s?;iO -4 -7xx;i/tf a-ju- 3 xxx;i-7js7s^>^^ 
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(5 6mg, W7 2%) **SSJlM*«£l'Tttfc. 
'H-NMRCCDCl 3 ) 6 :1.30(6H, t, J=7 Hz), 2.44 (3H, s), 3. 9-4. 15 (4H, a). 
4.99C4H, s), 5.77C1H, dd, J=20, 17.5 Hz), 6. 69 OH, : d, J=2 Hz), 
6. 95-7. 55 (14H, m), 7.95-8.K2H, i)» 

5 mmm s 

1- [4- (5-^5 t ;W-2-7x=;P-4-*^\/U;^h*S/) ^ 

■•>sw] - 4 -7i-;nf d-;p- 3 - *;^7;pft H doomg) , 

[ (2-X5 1 ;U-4-5 i 7V r U;P) h'J7i-m*- C7A^o 

UH (14 0mg) , ***Bbt7U^A (4 7mg) N.N-v^^P* 
10 F (lOraL) OD*i£%£ 1 0 OCT 2 4P#Mj&>#ffii?;fc. S^jg^ 

^^A^DVh^77W-lC#b, 'lHfcx^;W— (1 : 4, v/v) 
'»ffl*»J&>S4- { [4- ( {3- [ (E) -2- (2-I?;V-4-5 1 77 

is u;W x^x;p] -4-7xx;i/tfD-;p-i - ! -r;H j*^) 7x/^>] 

-5-^^-2-7i-^tW;-^ (3 Omg, " IR*2 4%) 

'H-NMRCCDCl 3 ) <5 :1.38(3H,' t, J=7.5Hz), 2.44(3H, s), 3.01 (2H, q, J=7. 5 
Hz), 4.99C2H, s), 5. 01 (2H, s), 6.7K1H, d, J=2 Hz), 6.73(1H, d, J=16 
20 Hz), 6.81 OH,' s), 6. 95 OH, d, J=2 Hz), 7.0K2H, d, J=9 Hz), 7.19(2H, 
d, J=9 Hz), 7. 2-7. 55 (9H, m), 7. 95-8. 1 (2H, m)„ 

i) mnmivtfb'Sys 

25 2) ffi&tt)Vti-z 

3) ?l» ■ 

4) Xf7U >j7^->^A 

• it 6 0 mg 

1) \ 2) , 3) *J:tX4) *»*LT, ify^>^^±MZ%mt?>o 



3 0 ig 

10 mg 

19 mg 

1 mg 
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1 ) mmm i <dk&® 3 o g 

2) «jt 5 0 g 

3) vo^un^yzfy i s g 

5 4) ^M^^/^tio-X^^^A 44 g 
5) Xf7U>iT^->^A ; L_g 



100 0^ fr 140 g 
1) , 2) , 3) 0D£*£<fctf3 0 g©4) £7.ra$£U 

10 K«£9*Ti&T3. EOJt^lCl/t* i^fcfcDitiim0te^3 o , ng£^■ 
wt'£ilmooo&£#s. 

20 GT (Impaired Glucose Tolerance) ], <D^$5 • JfeWtM ; &JtOW$l#^F 
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5 [5£*, RH^fi^^nx^Tfecfc^^bTK^SSfc^S^^nT^T^^^ 

x^^Yi^-ifc^oT^f, &mm^ mmm*. -co-, 

-CS- -SO- -S0 2 - -CR 3 (OR 4 ) — NR 5 — , -CO 

N R 6 - £ te- N R 6 C O - (R 3 teTkmrnttkitwrnz tlX^X t> <fc 

wmznx^xbz.^pkitTkmMs.fcteT s. ;&Q&mm&, R^t^mm? 

£fci$m&2nx^Xb£^m4k7kmMv7jk-t) £ ; 
Q te^$C 1 b 2 0 fc> £#©j&ffc**»*& ; 

15 nfctl&^b8©Sffc£ ; '' 

S B 1 & V> b 3 il CD^Mk 6 * b T WT «fc 5 

20 — n r 7 co - (r 7 i$7kmm?&tztewWkisnx^x % ^m-itT^mm^ 

R 2 te-PO (OR 8 ) (OR 9 ) (R 8 £J;tfRni|10-££teg&oT7fc 

ms^xmmzftT^Th^mzKM^xviTv^) , -cor- (r 
25 io fe7mm?£tz\$m&zftx^xb&^mk7m%&7T;t) * w&znx 
\ f ^x%^m^m^tz\tm^tix^xh^MMmM^'t'o 

fetch, Sit B ttSC : -Wa- (C=0) -R a (fa tt«£«fctt«*B: 1 fc^b 
2 0©2fa©&fc**S*&* R a tt-0R b (R b «7K*m-?^fe«S^$nT^ 
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SEQUENCE LISTING 
<110> Takeda. Chemical Industries, Ltd. 
<120> 5-Membered Heterocyclic Compounds 
<130> 291 SWOOP 
<150> JP 2001-186952 
<151> 2001-06-20 
<I60> 8 
<210> 1 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

ttagaattcg acatggacac caaacatttc ctg 33 
<210> 2 
<211> 33 
<212> DNA ■ 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

cccctcgagc taagtcattt ggtgcggcgc etc 33 
<210> 3 
<211> 36 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 3 

tcgacagggg accaggacaa aggtcacgtt cgggag 36 
<210> 4 
<211> 36 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 4 

tcgactcccg aacgtgacct ttgtcctggt cccctg 36 
<210> 5 
<211> 28 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 5 

cccagatctc cccagcgtct tgtcattg 28 
<210> 6 
<211> 28 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

tcaccatggt caagctttta agcgggtc 28 
<210> 7 
<211> 33 
<212> DNA 
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<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

gtgggtaccg aaatgaccat ggttgacaca gag 33 
<210> 8 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 8 

ggggtcgacc aggactctct gctagtacaa gtc 33 
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